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999. Changes in the Adrenaline Content of the Adrenal 
Glands in Hypercholesterolaemia (Experimentally Induced 
Atherosclerosis) in Rabbits. (MsmeHenue 
PHHeEMHH aTeEpOCKEpose) y KPO- 
TIMKOB) 

A. E. J] u Top- 
moHomepanuu. [Probl. Endokr. Gormonoter.] 3, 74-81, 
No. 5, Sept.—Oet., 1957. 3 figs., 24 refs. 


Atherosclerosis was induced in rabbits by feeding them 
on cholesterol (10% oily solution) in a dose of 0-2 g. per 
kg. body weight daily for 125 days, a control group 
receiving sunflower oil. Animals were killed in groups 
at the 30th, 60th, 90th, and 105th days and the adrenaline 
present in the adrenal glands was estimated by Frenkel’s 
fluorescent method. The blood cholesterol level, which 
was also determined at the same time, was found to rise 
steadily from between 33 and 135 mg. per 100 ml. before 
the experiment to between 870 and 1,800 mg. per 100 
ml. at the end of 125 days. The controls showed no 
increase in the blood cholesterol content. Measurement 
of the adrenaline content of the adrenal glands gave the 
following results. (1) The total adrenaline content fell 
rapidly at the beginning of the experiment, from between 
99 and 319 yg. to between 45 and 79 pwg., but tended to 
rise in the later stages. (2) The concentration of adrena- 
line per mg. of gland tissue fell immediately, and remained 
low for some time after cholesterol feeding had ceased. 
This may be partly, but not entirely, explained by the 
rapid increase in size of the adrenal glands during the 
experiment, the average weight of each gland increasing 
by 3 or 4 times in the course of 125 days. (3) The 
amount of adrenaline per 100 g. body weight fell to about 
one-third of the initial figure, and then followed closely 
the curve of change in the total adrenaline content of 
the glands. 

The author states that the increase in the weight of the 
adrenal glands was not due to water retention, for the 
percentage of dry residue on desiccation was actually 
higher than that obtained for the glands of the controls. 
Since the development of atherosclerosis is characterized 
by an increase in the blood content of adrenaline and 
allied substances, it seems that the induction of athero- 
sclerosis by giving a high-cholesterol diet is associated 
with hypertrophy of the adrenal*glands and excessive 
depletion of their adrenaline content, which occurs in 
response to the hypercholesterolaemia and is-reversed 
on cessation of this stimulus to the adreno-sympathetic 
system. L. Firman-Edwards 
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1000. The Nature of Cancer Anaemia and Its Bearing 
on the Immunological Theory of Cancer 

H. N. GREEN, J. WAKEFIELD, and G. LitrLEwoop. 
British Medical Journal [Brit. med. J.] 2, 779-784, Oct. 5, 
1957. 21 refs. 


In a general survey of the immunological theory of 
cancer by the senior author (Green, Brit. med. J., 1954, 
2, 1374; Abstr. Wid Med., 1955, 17, 425) the malignant 
change was ascribed to a loss of tissue-specific antigen 
or antigens and it was postulated that tumours of anti- 
body-producing tissues may produce antibodies to anti- 
genically related normal cells. Thus the anaemia of 
cancer might be due to an “ auto-antibody ” produced 
by the tumour mass, and such an antibody, if coating 
the erythrocytes, might be detected by the use of specific 
antiglobulin sera. This concept is supported by the fact 
that certain tumours of the lymphoid system produce an 
auto-immune haemolytic state, as revealed by a positive 
Coombs reaction, which has also been obtained in cases 
of multiple myeloma. Moreover, positive reactions may 
be obtained in other types of cancer by the use of anti- 
human-globulin sera at lower dilutions than the standard. 

In studies carried out at the Universities of Leeds and 
Sheffield this modified antiglobulin test gave a positive 
result in 43°% of 451 patients with and only 15% of 241 
patients without cancer, and both the number and 
strength of the positive reactions were greater the 
greater the tumour mass. The antibody coating the 
erythrocytes was of the cold, incomplete, non-gamma- 
globulin type and was found in the serum of many 
patients giving a positive result in the direct Coombs test. 
It thus resembles that sometimes found in auto-immune 
haemolytic anaemia in patients without cancer. 

In a long discussion it is suggested that the anaemia of 
cancer in general—and not orily just of certain lymphoid 
tumours—is primarily of an auto-immune type, and that 
the tumour and not the host is the source of the haemo- 


lytic antibody. L. A. Elson 
1001. Proteolytic Enzyme Activity. I. Urinary Proteo- 
lytic Activity at pH 1-5 in Adults 


H. L. SEGAL, L. L. MILier, F. REICHSMAN, E. J. Plums, 
and G. L. GLaser. Gastroenterology [Gastroenterology] 
33, 557-565, Oct., 1957. 3 figs., 26 refs. 


The activity of proteolytic enzyme in the urine at pH 
1-5 has been studied in 386 subjects with various diseases 
at. the University of Rochester School of Medicine, 
Rochester, New York, in order to determine the shortest 
representative period of urine collection and to evaluate 
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the place of uropepsin activity in differential diagnosis. 
Duplicate uropepsin determinations were made on one- 
hour and 3-hour morning and on 8-hour overnight col- 
lections of urine by the method of Mirksy et al. (J. clin. 
Invest., 1948, 27, 818) and the results analysed 
statistically. 

Although the average 8-hour overnight urinary uro- 
pepsin excretion rate for patients with duodenal ulcer 
(average 80, range 22 to 184 units per hour) was found 
to be higher than the normal rate (average 54, range 13 
to 149 units per hour), such a single determination is of 
no differential diagnostic significance. A high urinary 
pepsin activity in patients with gastric ulcer (average 80, 
range 0 to 161 units per hour) was commoner with a be- 
nign lesion, and a low activity (average 24, range 0 to 188 
units per hour) with malignancy. Uropepsin analysis 
may also be used as an ancillary test for pernicious 
anaemia, in which a mean value of 3 (range 0 to 28) units 
per hour was obtained, and as a screening test for achylic 
individuals in an achlorhydric group. Urinary pepsin 
excretion varied widely from day to day both in indi- 
viduals and within each diagnostic group with the 
exception of pernicious anaemia. Samples of urine 
collected over 8 or 24 hours showed less variable activity 
than 1-hour or 3-hour specimens and should be used for 
comparative purposes; their enzyme activity was about 
23 units per hour lower than that of 3-hour morning 
specimens. There was a rough correlation between 
gastric acidity and urinary pepsin activity, although 25% 
of the achlorhydric patients excreted a considerable 
amount of pepsin and some acid-secretors showed no 
uropeptic activity. A repeat test is necessary in cases 
showing no uropeptic activity. J. E. Page 


1002. Proteolytic Enzyme Activity. II. Gastric and 
Urinary Proteolytic Activities at pH 1-5 and 3-5 

L. L. H. L. SeGar, and E. J. Plums. Gastro- 
enterology (Gastroenterology) 33, 566-574, Oct., 1957. 
8 refs. 


Various modifications of the method of Anson and 
Mirsky, using haemoglobin as substrate, for the deter- 
mination of uropepsin activity have been investigated by 
the authors at the University of Rochester, New York, 
and an improved laboratory procedure is described. The 
method was then used to measure the proteolytic activity 
at pH 1-5 and pH 3-5 in gastric juice and urine both from 
healthy individuals and from patients with various clinical 
conditions. 

The ratio of proteolytic activity at pH 3-5 to that at 
pH 1-5 in consecutive samples of gastric juice and urine 
from a single individual and from different individuals 
varied widely. This lack of parallelism, which also 
occurs in specimens obtained after histamine stimulation, 
indicates that gastric pepsin and gastric cathepsin are 
two distinct enzymes and are secreted and excreted at 
different rates. There was no direct correlation of 
urocatheptic or gastric catheptic activity with any par- 
ticular disease or degree of gastric acidity. A single 
determination of. urinary proteolytic enzyme activity is 
of clinical value only in. indicating the existence or 
absence of achylia. ; J. E. Page 


1003. Activity of Lactic Dehydrogenase in Spinal Fluid 
F. Decker, and R. WRrOBLEWSKI. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 28, 269-271, Sept., 1957. 2 refs. 


Previous work by the senior author and others has 
shown that malignant cells produce more lactic dehydro- 
genase (LD) than benign cells. Heightened LD activity 
has been found in media in which such cells are cultured. 
Thus an increase in the LD level has been observed in 
the serum in cases of experimental and clinical carcinoma 
and leukaemia, in cytologically malignant effusions, and 
in cultures of malignant tissues. 

In this paper from the Memorial Center for Cancer 
and Allied Diseases and the Bellevue Hospital, New 
York, observations are reported on the LD activity in 
cerebrospinal fluid (C.S.F.), In 30 patients without 
recognized disease of the central nervous system the LD 
activity of the C.S.F. was 40 units or less per ml., irrespec- 
tive of the level in the serum, the normal range in serum 
being 200 to 680 units per ml. Further, no relationship 
was observed between the LD activity of the C.S.F. and 
the protein content, leucocyte count, xanthochromia, or 
initial pressure of the fluid or the results of diagnostic 
tests for syphilis. In 2 patients with lymphoma, 8 with 


leukaemia, and 10 with metastatic carcinoma involving - 


the brain, the LD level of the C.S.F. was 50 to 290 units 
per ml., but in 6 patients with lymphoma, leukaemia, or 
carcinoma without recognizable involvement of the cen- 
tral nervous system it was less than 50 units per ml. In 
6 cases of acute meningitis the LD activity of the C.S.F. 
was 60 to 480 units per ml. and in 9 cases of cerebral 
haemorrhage or thrombosis it ranged from 14 to 240 
units per ml.; in all other cases of neurological dis- 
order, including primary brain tumour, it was less than 
50 units per ml. . 

The possible mechanisms responsible for the increase 
in LD activity in the C.S.F. are discussed, including 
(1) blood in the C.S.F. after vascular accidents, (2) in- 
creased membrane permeability due to inflammation in 
meningitis, and (3) increased LD production by secondary 
tumours [but why not by primary tumours?]. 

Celia Oakley 


1004. The Significance of Interactions between Proteins 
and Lipids for Serologic Cancer Diagnosis 

M. E. HANKE and H. KAHN. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 50, 358-366, Sept., 
1957. 5 refs. 


In this paper from the University of Chicago a tech- 
nique is described in which serum proteins precipitated 
by ammonium sulphate at a concentration of 42-6% are 
extracted successively with 38-2, 31, and 12°4 ammonium 
sulphate solutions. The three extracts, designated A, B, 
and C respectively, are separated from the precipitates 
by centrifugation at high speed and their protein con- 
centration measured turbidimetrically after heating for 
3 minutes at 100° C., the photoelectric colorimeter used 
being calibrated with purified albumin solutions for A 


~ and B and globulin solutions for C. The sum of the 


values obtained for A and B corresponds approximately 
to the total serum albumin content and is designated TA, 
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while that obtained for C corresponds to the serum 
globulin content and is designated GL. The value 
obtained for A is designated Fract. A. The results are 
expressed in terms of the product Fract. ant < ns 
which represents Fract. A with a correction for the effect 
of variation in the ratio GL:TA. 

On the application of this technique to 45 sera, of which 
20 came from patients with various malignant diseases, 
the corrected Fract. A values for the latter all fell below 
a certain reference value, while those for the remainder, 
with one exception, were higher. Studies in vitro indi- 
cate that differences between sera from patients with 
cancer and those from patients with non-malignant 
diseases are not due to variations in the quantity or 
nature of the serum proteins, but to differences in their 
interactions with certain non-protein substances. The 
addition of certain fatty acids to serum causes an eleva- 
tion of its Fract. A value, while the addition of bile 
acids and certain steroids related to the sex hormones 
reduces the Fract. A value. In the opinion of the 
authors “‘ these observations suggest that during malig- 
nant growth certain characteristic lipids or lipid—protein 
combinations occur in the serum ”’. 

It is emphasized that the method of serum protein 
evaluation described is non-specific and does not con- 
stitute a test for cancer, and it is recommended not as a 
substitute for, but rather as a supplement to, cytological 
methods of diagnosis. It may, however, prove useful 
in the characterization and isolation of those lipids or 
| pid—protein combinations which appear to be associ- 
oted with malignant disease. L. A. Elson 
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1005. The Occurrence of Complete and Incomplete 
White Cell Antibodies. [In English] 

J. J. VAN LOGHEM, M. VAN DER HART, and H. BorsteL. 
Vox Sanguinis [Vox Sang. (Basel)] 2, 257-263, Sept., 
1957. 6 refs. 


During the past 3 years at the Central Laboratory of the 
Netherlands Red Cross Blood Transfusion Service, 
Amsterdam, serum from 920 patients with various blood 
disorders has been tested for the presence of leucocyte 
antibodies. Most of the patients had received multiple 
blood transfusions. Each serum was tested for complete 
antibodies against cell suspensions from at least 3 
different Group-O donors. In some cases incomplete 
leucocyte antibodies were sought by the Coombs con- 
sumption test, as first used by Steffen (Klin. Wschr., 1955, 
33, 134) to detect tissue antibodies, the technique. em- 
ployed being described in detail. , 

The presence of complete leucocyte antibodies was 
demonstrated in sera from 74 patients, of whom 58 
had certainly and 7 probably received blood trans- 
fusions. Of the 9 patients who had definitely received 
no blood transfusions in the past, 6 had disseminated 
lupus erythematosus, and in these cases the leuco- 
agglutinins were considered to be auto-antibodies. In 


_all transfused patients with a high titre of leuco-agglu- 


tinins severe transfusion reactions had been observed. 
However, since febrile transfusion reactions are known to 
occur in patients without either leuco-agglutinins or 
erythrocyte antibodies in the blood, sera from 16 such 
patients were examined for incomplete leucocyte anti- 
bodies, with positive results in 5 cases. Incomplete 
leucocyte antibodies were also present in sera from 21 
patients in whom the L.E.-cell response was positive 
and most of whom had not received blood transfusions. 

The addition of a 1% solution of papain inhibited the 
reaction of leucocytes with both complete and incomplete 
antibodies in sera from patients with a history of blood 
transfusion, but did not influence the reaction with in- 
complete antibodies in- sera from patients with positive 
L.E.-cell responses. It is therefore suggested that this 
procedure may be of value in differentiating between 
iso- and auto-antibodies active against leucocytes. 

A, G. Baikie 


1006. Complement-fixing Leucocyte Antibodies. [In 
English] 

F. Mircrom, M. Paester, G. Wozniczko, and Z. 
Dupziak. Vox Sanguinis [Vox Sang. (Basel)] 2, 263- 
269, Sept., 1957. 8 refs. 


A complement fixation test using human sera and 
leucocyte antigen is described. The antigen was ob- 
tained by breaking up leukaemic leucocytes in a Waring 
blender or by means of supersonic waves. The antigen 
could be preserved for some weeks, frozen or lyophilized. 
The sensitivity of the test was examined on 44 sera from 
patients with various blood diseases. Six sera gave 
strongly positive reactions in both the complement 
fixation and the leucoagglutination test. Four sera 
gave a weakly positive complement fixation reaction, the 
leucoagglutination reaction being positive with 2 of 
these sera and negative with the others. The remaining 
34 sera were negative in both tests. 

The specificity of the test was established on 472 sera 
from the Wassermann laboratory, of which 5 gave a 
weakly positive, the remainder negative results.— 
[Authors’ summary.] 


1007. Leuco-precipitins. II. Demonstration of a Pre- 
cipitation Reaction between Leucocyte Extracts and the 
Serum of Patients with Disseminated Lupus Erythema- 
tosus. (Leuco-précipitines. II. Mise en évidence d’une 
réaction de précipitation entre des extraits leucocytaires 
et le sérum de malades atteints de lupus érythémateux 
disséminé) 

M. SELIGMANN. Vox Sanguinis [Vox Sang. (Basel)] 2, 
270-282, Sept., 1957. - 2 figs., 10 refs. 


At the Institut Pasteur, Paris, it has been possible, by 
means of immunochemical techniques (ring test (Selig- 
mann et al. Vox Sang. (Basel), 1954, 4, 181), precipita- 
tion technique of Ouchterlony, and immuno-electro- 
phoresis) to demonstrate in the serum of 10 patients 
suffering from disseminated lupus erythematosus the 
presence of at least one substance capable of provoking 
a precipitation reaction with normal or leukaemic 
leucocytes. This substance has antibody-like properties. 
It is thermostable and is precipitated by ammonium 
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sulphate in a final concentration of 33%. It does not 
seem to be directly responsible for the formation of the 
L.E. cells of Hargraves, and it differs from the leuco- 
precipitin which the author has found in the serum of 
certain patients suffering from acute leukaemia. The 
component with which it reacts is present in all types 
of leucocyte and possesses very rapid electrophoretic 
mobility. 

Recent experiments suggest that deoxyribonucleic 
acid may be responsible for this precipitation reaction, 
in which case its immunological nature requires further 
investigation.—[From the author’s summary.] 


1008. Mixed Agglutination of Leukocytes and Erythro- 
cytes in Relation to Studies of Leukocyte Antigens 

R. F. BAKEMEIER and S. N. SwisHer. Blood [Blood] 12, 
913-925, Oct., 1957. 4 figs., 17 refs. 


Studies of leucocyte agglutination have been hampered 
by the technical difficulty of producing leucocyte sus- 
pensions free from erythrocytes, and the authors, writing 
from the University of Rochester School of Medicine, 
Rochester, New York, point out that the interpretation 
of certain findings previously reported in the literature 
is open to question in the light of the subsequent experi- 
mental demonstration of the effect of erythrocytes on 
leucocyte agglutination. 

On mixing antisera to various blood groups with “‘ leu- 
cocyte suspensions” prepared from blood from a 
variety of donors by the dextran sedimentation method 
of Riis (Acta Haemat. (Basel), 1955, 14, 302) they have 
observed leucocyte clumping which did not always con- 
form to the agglutination pattern of erythrocytes from 
the same donor. This agglutination was usually associ- 
ated with the presence of erythrocytes in the clump, 
either intact or in the form of “ ghosts” which could 
only be demonstrated by phase-contrast microscopy. 
Such mixed clumping was produced by complement- 
fixing human anti-A sera, canine anti-A sera, and an 
anti-Le (a+) serum which contained complement-fixing 
antibody. Apart from a complement-fixing antibody, 
the presence of thermolabile components of fresh serum 
was necessary for the reaction to take place, since it did 
not occur when these had previously been inactivated 
by heat. 

The authors suggest that this immunologically non- 
specific clumping may be related to the erythrophagocytic 
properties of leucocytes. M. Sandler 


1009. The Destruction of Red Cells by Antibodies in 
Man. I. Observations on the Sequestration and Lysis of 
Red Cells Altered by Immune Mechanisms 

J. H. JANDL, A. R. Jones, and W. B. Castie. Journal of 
Clinical Investigation [J. clin. Invest.] 36, 1428-1459, Oct., 
1957. 21 figs., bibliography. 

In this paper from the Boston City Hospital, Harvard 
Medical School, and the Blood Grouping Laboratory of 
Boston, are described detailed observations on the rate 
and site of destruction in human subjects of erythrocytes 
sensitized in vitro with iso-antibodies such as anti-A and 
anti-D and of “ auto-sensitized”’ erythrocytes derived 
from patients with acquired haemolytic anaemia. The 


cells were labelled with radioactive chromium (5!Cr) or, 
if reticulocytes, with radioactive iron (59Fe), and their 
fate after reinjection was determined by measurement 
of blood and plasma radioactivity in vitro and by surface 
counting in vivo over the heart, liver, and spleen. 

Intravenously injected ABO-incompatible erythrocytes 
were destroyed abruptly in subjects whose serum agglu- 
tinated, but did not haemolyse, incompatible cells in 
vitro. This was associated with marked sequestration 
of the cells in the liver and moderate haemoglobinaemia. 
In subjects whose serum caused both agglutination and 
haemolysis of incompatible cells in vitro intravenously 
injected incompatible cells were destroyed almost instan- 
taneously, mainly in the general circulation. Marked 
haemoglobinaemia followed, and there was less accumu- 
lation of radioactivity in the spleen. Erythrocytes 
sensitized in vitro with incomplete anti-D were destroyed 
more slowly on injection into normal subjects (mean 
half-time 14 minutes) and were almost totally seques- 
trated in the spleen, which is thought to behave as a 
passive filter in such circumstances. After sequestra- 
tion the plasma haemoglobin concentration rose, reaching 
a maximum in 60 to 70 minutes. However, when 
D-incompatible erythrocytes were injected into a subject 
whose serum contained anti-D, causing agglutination 
in saline in vitro, sequestration was more rapid and 
hepatic radioactivity more pronounced. Several experi- 
ments were carried out in which erythrocytes from 
infants with haemolytic disease of the newborn were 
injected, after labelling, into the circulation of adults. 
The rate of disappearance of the cells correlated well 
with the clinical severity of the haemolytic disease; it 
could not be correlated with the titre and intensity of 
the reaction in the direct Coombs test. 

From studies with antibody-sensitized reticulocytes 
labelled with 59Fe the authors concluded that sensitized 


erythrocytes might be sequestrated and lysed within the’ 


spleen within a few minutes of injection, and the haemo- 
globin derived from the lysed cells catabolized and its iron 
content incorporated in immature erythrocytes within 
6 to 8 hours. Finally, the authors present a diagram 
illustrating the different pathways of erythrocyte destruc- 
tion by antibodies and the antibody-like agents encoun- 
tered in idiopathic acquired haemolytic anaemia. 

{This important paper should be read in full by all 
those interested in the subject.] J. V. Dacie 


1010. The Effect of Room Temperature on Erythrocyte 
Sedimentation Rate and its Correction 

R. W. Mantey. Journal of Clinical Pathology [J. clin. 
Path.] 10, 354-356, Nov., 1957. 3 figs., 3 refs. 


It is not generally realized that the erythrocyte sedi- 
mentation rate (E.S.R.) may increase twofold with 
variations in room temperature normally found in wards 
and laboratories in Great Britain and other temperate 
climates. The E.S.R. was determined by the method of 
Westergren on 143 occasions in 33 patients at St. Ste- 
phen’s Hospital, London. The results obtained over a 
temperature range of 12-8° C. in 15 patients are given in 
a table. It was found that the Westergren E.S.R. was 
affected “to an important degree” by normal varia- 
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tions in room temperature and to a greater extent and 
over a greater range than the E.S.R. as measured by 
Wintrobe’s method. 

A nomogram for correction of Westergren’s method 
is given. A. W. H. Foxell 


1011. The Influence of Erythrocyte Factors on Their 
Sedimentation Rate 

D. PHEAR. Journal of Clinical Pathology [J. clin. Path.} 
10, 357-359, Nov., 1957. 1 fig., 16 refs. 


The literature on the effect of erythrocyte factors on 
the erythrocyte sedimentation rate (E.S.R.) is reviewed. 
At the Middlesex Hospital, London, the E.S.R. was 
determined in blood samples from 64 different patients, 
Wintrobe’s method being employed. A high degree of 
positive correlation was found between the E.S.R. and 
cell size (surface area), but no correlation was observed 
between the mean corpuscular haemoglobin concentra- 
tion and the E.S.R. The E.S.R. varies, therefore, with 
the surface area of the erythrocytes rather than with 
their specific gravity. A. W. H. Foxell 


MORBID ANATOMY AND CYTOLOGY 


1012. The Histology of the ‘‘ Prenodular ’’ Lesions of 
Silicosis. (Osservazioni istologiche sulle lesioni “ pre- 
nodulari ”’ della silicosi polmonare) 

C. Puccint. Medicina del lavoro [Med. d. Lavoro] 48, 
545-558, Oct., 1957. 12 figs., 8 refs. 


This paper from the Institute of Forensic Medicine 
of the University of Florence is based on the study of a 
large [but unspecified] number of histological sections 
from the lungs of stone-masons and porcelain workers 
who had been exposed for varying periods to the inhala- 
tion of silica-containing dust, but had died either from 
accidents or non-occupational diseases. The sections 
were stained by various techniques and also examined 
by polarized light. From the findings in these cases the 
author builds up a detailed and careful account of the 
histological changes in the lung during the ‘* prenodu- 
lar ” stages of silicosis. 

The inhaled silica is at first distributed diffusely through 
the lung parenchyma, with later localization in the 
intracanalicular, intraparietal, and interstitial areas. The 
areas affected show a histiocytic reaction with interstitial 
oedema and new formation of reticular and collagen 
fibres. The cellular reaction is greatest around the small 
vessels, where the histiocytes themselves are larger and 
more rounded and act as dust phagocytes, while with 
increasing exposure similar cells accumulate around the 
acini at the sites of greatest dust concentration. The 
formation of this silicotic granulomatous tissue leads 
to fibrosis of the acini and thickening of the septa and 
their gradual fusion. At the same time an early fibrotic 
process which seems to be independent of the cellular 
reaction appears in the centre of the area. Here dust 
particles are scarce, histiocytes are almost absent, and a 
rather vascular fibrous tissue with typical fibroblasts is 
seen, in which the elastic fibres are fragmented and reticu- 
lar fibres less prominent than in the silicotic granuloma, 
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but in which thick, dense collagen bands form. The 
granulomatous tissue gradually becomes transformed 
into fibrous tissue, bands of sclerogenous tissue appear- 
ing among the dust phagocytes and the reticular fibres 
disappearing, and the well-known appearance of the 
silicotic nodule develops. 

The author suggests that the early silicotic changes 


_ described are the result of a ‘* reticulo-endothelial inflam- 


mation ”, and that the silicotic granuloma resulting from 
the histiocytic reaction with proliferation, oedema, reticu- 
losis, and new formation of reticular and collagen fibres 
must be regarded as the characteristic initial morpho- 
logical lesion of silicosis. He emphasizes that the early 
fibrotic process described above must be differentiated 
from the later process which leads to the formation of the 
typical sclero-hyaline nodule. He proposes that the 
term “‘ prenodular lesions”’ be used to describe these 
early changes, replacing the term “linear fibrosis ”’, 
which is descriptive of the x-ray appearance, but not of 
the histological findings. W. K. Dunscombe 


1013. The Association of Terminal Bronchiolar Car- 
cinoma with Chronic Interstitial Inflammation and Fibrosis 
of the Lungs 

D. M. SPAIN. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 76, 559-567, 
Oct., 1957. 8 figs., 6 refs. 


In this paper from Beth-El Hospital, Brooklyn, and 
Columbia University, New York, the pathological find- 
ings in 12 cases of “‘ terminal bronchiolar carcinoma ” 
(also referred to as alveolar-cell carcinoma) are briefly 
described. The sex and age distribution of the patients 
(7 males and 5 females aged 28 to 81 years) was similar 
to that in other reported series. The growth presented 
as a solitary mass, as multiple nodules, or as a diffuse 
infiltration, and in all cases it was associated with 
chronic inflammation and fibrosis of the lung, which 
varied in degree but were predominantly interstitial in 
distribution. In one case there had been exposure to 
beryllium 6 years previously, in another there was 
evidence of inhalation of lipid material, while in 2 further 
cases a history of pulmonary tuberculosis was obtained. 
The aetiology of the fibrosis in the remaining 8 cases was 
uncertain. Extrapulmonary metastases were present in 
7 cases. In all cases considerable fibrosis and chronic 
inflammation were observed in areas completely removed 
from the sites of tumour growth, and prominent alveolar 
linings were seen in the fibrosed areas. 

A. Wynn Williams 


1014. The Centrilobular Form of Hypertrophic Emphy- 
sema and its Relation to Chronic Bronchitis 

J. G. Leopotp and J. GouGu. Thorax [Thorax] 12, 
219-235, Sept., 1957. 18 figs., 21 refs. 


Villemin in 1866 first described a form of emphysema 
which involves the central tissue of the lung lobules, and 
in this paper the anatomy and pathogenesis of this 
centrilobular form of emphysema are described and 
compared with those of the generalized form. A total . 
of 140 cases (all but 10 of them in males) of hypertrophic 
emphysema were studied post mortem at the Welsh 
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National School of Medicine, Cardiff, paper-mounted 
entire lung sections prepared from expanded lungs being 
examined. In 75 of these cases there was centrilobular 
in addition to generalized emphysema; the remaining 
65 cases showed generalized emphysema alone. The 
authors state that the enlarged centrilobular spaces “‘ are 


distal orders of respiratory bronchioles which form. 


clusters of spaces communicating with one another. 
Alveolar ducts, saccules, and atria surround the clusters, 
open into them, and separate them from the septa 
which bound the lobule ”’. 

The pathogenesis of centrilobular emphysema is dis- 
cussed at length. The calibre of the bronchi and 
bronchioles was measured in 90 cases. Narrowing was 
seen in 54 of the lungs examined, but was severe only 
in 11; dilated or normal airways served emphysematous 
areas in the remaining 36. It appears, therefore, that 
bronchiolar narrowing per se is not the cause of the 
emphysema, although it may influence the progress of 
the lesion once it develops. The authors consider that 
centrilobular emphysema results from inflammation of 
respiratory bronchioles, “‘ the proximal orders being 
ensheathed by organized exudate and thickened, the 
distal order weakened and ruptured to form emphysema- 
tous spaces ”’. A. W. H. Foxell 


1015. The Early Lesions in Ulcerative Colitis 

G. Lumps and R. H. B. ProrHeroe. Gastroenterology 
[Gastroenterology] 33, 457-474, Sept., 1957. 14 figs., 
13 refs. 


Writing from Westminster Hospital, London, the 
authors describe a histological study of sections of colon 
removed at operation from patients with ulcerative 
colitis, the aim of the study being to investigate the early 
lesions of the disease. For this purpose, out of a total 
of 130 specimens, 41 which showed only partial involve- 
ment of the colon by the disease were selected so as to 
include (1) areas appearing normal to the naked eye, 
(2) scattered erosions with apparently normal inter- 
vening mucosa, (3) areas at the junction between normal 
and abnormal mucosa, and (4) “ skip” areas of frank 
ulceration at some distance from the main ulcerative 
process. 

From their observations the authors conclude that the 
earliest changes take place in the bases of the crypts of 
Lieberkiihn, degenerative changes of the epithelial cells 
occurring concurrently with non-specific inflammatory 
cellular infiltration of the lamina propria. These lesions 
are capable of repair by thin flattened epithelium, but if 
this does not occur necrosis of the cells leads to the 
establishment of continuity between the lumen of the 
colon and the submucosa.. Neutrophil and eosinophil 
granulocytes, erythrocytes, serum, and mucus accumulate 
in the lumen forming the characteristic “ crypt 
abscesses’. When numerous crypts are involved their 
walls break down and widespread ulceration occurs. 
The processes of damage and repair can occur at the 
same time. At the junction of healthy and affected 


zones an additional method of ulcer formation was 
found, namely the stripping-off of the relatively normal 
mucosa overlying “lacunal” abscesses formed by 
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spread of inflammation in the submucosa. No correla- 
tion could be established between the degree of capillary 
enlargement and the severity of the inflammatory 
damage, and there was no evidence of primary vascular 
lesions in the wall of the colon or the adjacent mesentery. 
Nor could the linear arrangement of the ulcers seen in 
some cases be related anatomically to the taeniae coli, 
as described by Lium. [This paper supplements the 
authors’ study of rectal biopsy specimens previously 
reported (Lancet, 1955, 2, 1208; Abstr. Wid Med., 1956, 
20, 7)]. T. D. Kellock 


1016. A Study of Alcoholic Gastritis by Means of Gastric 
Biopsy. (La gastrite éthylique sous le contréle de la 
gastrobiopsie) 

C. Desray, J. P. HARDOUIN, R. LAUMONIER, P. HousseT, 
J. P. Héum, and E. Martin. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.] 46, 925-935, Oct., 1957. 3 figs., 7 refs. 


This study is based on the examination of 136 gastric 
biopsy specimens obtained at the H6épital Bichat, Paris, 
in 81 cases of alcoholic gastritis, of which 134 were taken 
from the fundus and only 2 from the pyloric antrum, by 
a suction-biopsy technique devised by the authors. 
Patients with portal hypertension, haemorrhagic syn- 
dromes, or jaundice were excluded from the study, and 
all those included were alcoholics who had gastric 
symptoms, the majority-of whom were also heavy 
smokers. 

The findings were classified histologically as follows: 
(1) minute or non-existent lesions, 269%; (2) moderate 
lesions, 43%; and (3) deep lesions, 319%. Features 
characteristic of alcoholic gastritis in its milder form 
are that the lesions are usually found in the deeper part 
of the mucosa between the bases of the glands and the 
muscularis mucosae, while no specific changes are found 
in the more superficial part of the mucous membrane 
between the necks of the glands. The main lesions 
consist in desquamation of the glandular epithelium 
and an arteriolar and capillary endotheliitis. These 
findings, although not diagnostic, are invariably found 
in cases of alcoholic gastritis. The authors have found 
similar lesions in only 3 cases of non-alcoholic gastritis 
out of-over 1,500 gastric biopsies, and these occurred 
in North African Muslims who had suffered from mal- 
nutrition and vitamin deficiency at some period in their 
lives. This fact, combined with the known malnutrition 
of many alcoholics, suggests to the authors that vitamin 
deficiency is an important factor in the pathogenesis of 
alcoholic gastritis. A. W. H. Foxell 


1017. Disseminated - Lupus Erythematosus. Histo- 
pathology, Morphogenesis, and Relation to Allergy 

G. Temtum and H. E. Poutsen. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 64, 414-425, Oct., 1957. 
10 figs., 28 refs. , 


This paper gives a general review of the histological 
findings in 15 cases of disseminated lupus erythematosus 
studied at the University Institute of Pathological 
Anatomy, Copenhagen. It is the authors’ thesis that 
this disease is probably an immunological disorder 


— 
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characterized by material giving a positive periodic-acid— 
Schiff reaction (and therefore containing carbohydrate) 
which has been produced in reticulo-endothelial cells. 
They point out that the haematoxyphil bodies typical of 
the disease give the same reaction, as also do the hyaline 
thrombi and “ wire-loop ” lesions of the renal glomeruli 
and material in the characteristic granulomata and 
nodular necrotic lesions of the lung, serous membranes, 
and lymph nodes. 

They dissent from Klemperer’s hypothesis that an 
alteration of nucleoprotein is the primary change, and 
from the idea that the fibrinoid deposits are derived from 
the circulating blood. 

{If it be assumed, as seems most likely, that dissemi- 
nated lupus erythematosus is an immunological disorder 
characterized by the presence of a circulating antibody 
directed against nucleoprotein it follows that this anti- 
body, being a y globulin, would contain appreciable 
amounts of carbohydrate which would give a positive 
periodic-acid—Schiff reaction, and its combination with 
nucleoprotein and deposition in the tissues along with 
fibrin would account for many of the features of the 
disease. In the abstracter’s opinion, therefore, the diffi- 
culties which the authors find in accepting such an 
assumption are more apparent than real, and are due to 
a preoccupation with isolated facets of the disease.] 

M. C. Berenbaum 


1018. Acute Glomerulonephritis. A Histopathologic 
Study by Means of Thin Sections 


E. GRIsHMAN and J. CHuRG. American Journal of 
Pathology [Amer. J. Path.| 33, 993-1007, Sept.—Oct., 
1957. 12 figs., 25 refs. 


The histological changes in the glomeruli in acute 
glomerulonephritis were studied in thin (0-5-2) sections 
of renal tissue obtained from 21 cases at Mount Sinai 
Hospital, New York. The chief change was inflamma- 
tion of the intercapillary mesangium, this inflammation 
progressing through the usual stages of exudation, 
cellular proliferation, and resolution. The intercapillary 
swelling was mainly responsible for the capillary ischae- 
mia. In a few cases in transition to subacute glomerulo- 
nephritis fibres were seen in the mesangium. 

The origin of the mesenchymal cells and the changes 
in the capillary wall are discussed. J. B. Wilson 


1019. The Nature and Origin of Fibrinoid 

H. Z. Movat and R. H. More. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 28, 331-353, 
Oct., 1957. 16 figs., 43 refs. 


The authors, at Queen’s University, Kingston, On- 
tario, have examined a large number of histological 
specimens showing the presence of fibrinoid substance 
in an attempt to establish its pathogenesis. The material 
studied included tissue from cases of rheumatic fever, 
rheumatoid arthritis, disseminated lupus erythematosus, 
and periarteritis nodosa and from animals in which 
chemical, radiant, or allergic injury had been used to 
induce fibrinoid formation. 

It appeared to the authors that although fibrinoid was 
often intermingled with connective-tissue fibres, there 


was no transformation of the one into the other. On 
the other hand it was found that direct morphological 
continuity could usually be established between fibrinoid 
and nearby strands of fibrin formed by local exudation 
or thrombosis. Fibrinoid was found to have the same 
staining reactions as fibrin. Further, while collagen was 
found to give faint or negative staining reactions for 
tyrosine, tryptophan, cystine, and cysteine, fibrinoid 
and fibrin both gave positive reactions. Moreover, the 
staining of collagen could be abolished by treatment with 
collagenase, whereas this enzyme had no effect on the 
staining of fibrinoid. Conversely, treatment with either 
trypsin or fibrinolysin prevented the staining of both 
fibrin and fibrinoid, but was without such effect on 
the staining of collagen. 

It is concluded that fibrinoid does not originate from 
the degeneration of collagen, as is implied in the concept 
of the “ collagen diseases’, but is formed from a con- 
glomeration of fibrinous exudate. The authors also 
reject the suggestions that fibrinoid originates from inter- 
fibrillar ground substance or from nucleoprotein, the 
former because in their specimens fibrinoid did not give 
the staining reactions of acid mucopolysaccharide and 
the latter because although the Feulgen reaction occasion- 
ally showed the presence of deoxyribonucleic acid 
mingled with fibrinoid, the two could be clearly distin- 
guished. M. C. Berenbaum 


1020. The Intrahepatic Distribution of Copper in Rela- 
tion to the Pathogenesis of Hepatolenticular Degeneration 
L. L. Uzman. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.) 64, 464-479, Oct., 1957. 13 figs., 20 refs. 


Liver tissue obtained from 2 patients with hepatolen- 
ticular degeneration at autopsy and from 6 patients by 
biopsy was studied [at Boston City Hospital and Har- 
vard Medical School] with respect to the intrahepatic 
distribution of copper, with use of an improved modifica- 
tion of the rubeanic acid histochemical method. 

There was a marked variation in the copper content of 
individual lobules in each patient, so that lobules filled 
with copper-laden cells were surrounded. by copper- 
free lobules. The intracellular distribution of copper 
presented characteristic stages consisting of (1) fine 
diffuse distribution of copper throughout the liver-cell 
cytoplasm, (2) perinuclear “caps”? and plaques, and 
(3) coarse heavy deposits throughout liver-cell cytoplasm. 
These appeared to represent progressive stages of in- 
creasing amounts of copper deposited. The distribution 
of copper was similar in the pseudosclerotic and juvenile 
forms of the disease. Kupffer cells were uniformly free 
of copper. Copper deposition was shown to be an early 
feature of the disease, preceding the cirrhosis. The 
amount of copper deposited bore no relationship to 
whether the patients were symptomatic or not. By 
means of paper electrophoretic studies it was shown that 
those liver lobules that appeared to be copper-free were 
nevertheless potential sites for further copper deposition 
by virtue of their content of abnormal protein con- 
stituents. 

The pathogenesis of the diecase is discussed in. the light 
of these findings.—[Author’s summary.] 


4 


3 
ular 
ry. 
in 
oli, 
the 
usly 
56, 
k e 
tric 
> la 
SET, | 
s de 
rch. 
refs. 
stric 
aris, 
iken 
, by 
Ors. 
syn- j 
and 
stric 
eavy 

OWS : 
ures 
form 
part q 
the 
rane 
sions 
lium 
“hese 
ound 
ound 
tritis 
irred 
mal- 
their 
‘ition 
amin 
sis of 
cell 
fisto- 
es of 
1957. 
ogical | 
gical 
that 
order 


Microbiology and Parasitology 


1021. 
Persons 
R. M. Myerson, R. Stout, and W>P. HAVENS. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
234, 297-300, Sept., 1957. 14 refs. 


The production of antibody in response to an intra- 
muscular injection of 0-5 ml. of tetanus toxoid was 
studied at the Veterans Administration Hospital and 
Jefferson Medical College, Philadelphia, in 7 men on 
whom splenectomy had been performed 6 to 44 months 
previously. 

All the patients had undergone active immunization 
against tetanus in the past, 6 having received their last 
booster dose 10 to 12 years before and one 3 months 
before the present study. The level of tetanus antitoxin 
in the serum was measured by titration in mice before 
and 7, 14, 21, and 28 days after the injection of the toxoid. 
In all cases there was definite evidence of antibody 
formation, the maximum titres, which were generally 
reached 14 to 21 days after the injection of toxoid, being 
comparable to those obtained in normal subjects similarly 
immunized. No evidence was found that splenectomy 
had had any effect on antibody formation in these 
subjects. © M. Lubran 


The Production of Antibody by Splenectomized 


1022. Clinical and Laboratory. Studies of Mumps. I. 
Laboratory Diagnosis by Tissue-culture Technics 

J. P. Utz, J. A. KAser, H. G. CRAMBLETT, C. F. SZwWeD, 
and R. H. Parrott. New England Journal of Medicine 
[New Engl. J. Med.| 257, 497-502, Sept. 12, 1957. 2 
figs., 7 refs. 


The authors show that the clinical diagnosis of mumps 
can be confirmed by the primary isolation of the causal 
virus in tissue cultures. In investigations carried out at 
the U.S. National Institutes of Health, Bethesda, Mary- 
land, they obtained from 21 patients with mumps 42 
specimens of saliva, urine, and cerebrospinal fluid, and 
also mouth swabs from the orifice of Stensen’s duct. 
The diluted specimens, preferably unfrozen, were inocu- 
lated into cultures of monkey kidney tissue and of HeLa 
cancer cells and incubated at 37° C. 

The cytopathic changes which developed in the mon- 
key kidney tissue cultures were first observed 3 to 6 days 
after inoculation and consisted in irregularly shaped foci 
of granular degeneration apparently within a delimiting 
membrane. The cell nuclei and nucleoli in these areas 
could not be seen. With continued incubation enlarge- 
ment of the degenerating areas occurred until finally 
only a few fragmentary groups of cells remained. In 
the HeLa-cell cultures the cytopathic changes consisted 
in a syncytial type of degeneration in which the cell 
nuclei remained visible. The respective cytopathic 
changes were observed on serial passage of agents iso- 
lated in HeLa-cell or in monkey kidney tissue cultures. 
For identification of the agents as mumps virus, super- 


natant fluids from positive cultures were tested with 
serum taken from guinea-pigs before and after immuniza- 
tion with mumps vaccine; neutralization, complement- 
fixation, and haemagglutination-inhibition tests were 
performed. 

Mumps virus was isolated from 8 (36%) of 22 speci- 
mens of urine, from 17 (59°%) of 29 specimens of saliva, 
from 13 (42°) of 31 mouth swabs, and from 4 out of 10 
samples of cerebrospinal fluid. Of 38 specimens of all 
types collected during the first 5 days of illness, the virus 
was isolated from 29 (76%), being isolated from urine, 
saliva, and mouth swabs as early as the 2nd day of ill- 
ness. It was found as late as the 8th day in saliva and 
mouth swabs, and as late as the 13th day in urine. 
Mumps virus was also isolated from the cerebrospinal 
fluid of 2 patients with meningo-encephalitis and from 
the urine of one woman and of 2 men who did not have 
clinical orchitis. Virus was not isolated from whole 
blood, blood clot, the buffy coat, serum, or the stools. 

Joyce Wright 


1023. Survival of Rickettsia burneti in Milk and Milk 
Products. pHkKeTcui Bepueta B Mo- 
H MONOYHBIX NMpomyKTax) 

R.I. Zuskova. Muxpoduonoeuu, Dnudemuo- 


[Z. Mikrobiol. (Mosk.)] 28, 
42-46, No. 9, Sept., 1957. 27 refs. 


Although the dissemination of infection with Rickettsia 
(Coxiella) burneti through milk and milk products has 
frequently been postulated, the conditions of survival 
of the infecting agent in such products have not hitherto 
been exactly determined. In experiments carried out at 
the Gamaleya Institute of Epidemiology and Micro- 
biology of the Academy of Medical Sciences of the 
U.S.S.R. a standard suspension of R. burneti was mixed 
with sterile milk from a single cow to give a final dilution 
of 10-3. A number of 10-ml. tubes of the infected milk 
were kept at 4° C. and a similar number at 20 to 25° C., 
the tubes being stoppered to prevent evaporation, and 
chick embryos were inoculated with milk from these 
tubes at regular intervals over a long period. At the 
higher temperature R. burneti survived for 125 days and 
at 4° C. for at least 273 days. 

Tubes of sterile milk similarly infected were then 
exposed for periods of 15 to 60 minutes to temperatures 
ranging in steps of 5° C. from 65° to 95°C., and for 
periods of one and 5 minutes to a temperature of 100° C. 
The survival of R. burneti was again tested by the inocu- 


lation of chick embryos, followed through 3 passages if 


primary inoculation gave a negative result. In this way 
it was shown that R. burneti is able to survive exposure 
to 90° C. for 60 minutes, although it is killed by exposure 
to 100° C. even for one minute. The organism survived 
for 20 to 24 hours in the presence of 5% lactic acid and 
in various sour-milk products. K. Zinnemann 
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1024. Studies of Hyperuricemia Produced by Pyrazin- 
amide 

J. H. Cutten, M. LeVine, and J. M. Fiore. American 
Journal of Medicine [Amer. J. Med.] 23, 587-595, Oct., 
1957. 7 figs., 15 refs. 


Following reports of the development of clinical gout 
in patients receiving chemotherapy for tuberculosis the 
authors, working at Albany Medical College, Albany, 
New York, have further investigated the effect of pyra- 
zinamide and PAS on uric acid levels in the blood and 
urine. The subjects comprised ambulatory male patients 
{number not stated] aged from 23 to 68 years from the 
general medical wards and 5 tuberculous patients receiv- 
ing long-term therapy with pyrazinamide and isonia- 
zid; patients receiving uricosuric agents or showing 
evidence of renal or hepatic disease were excluded from 
the study. . Pyrazinamide, 3 g., isoniazid 300 mg., PAS 
12 g., and probenecid 2 g., were given daily in various 
combinations, at first for 7-day periods and subsequently 
in some cases for 14 days. Samples of blood for serum 
uric acid estimations were obtained 16 hours after the 
last dose of the drugs, and the accuracy of the 24-hour 
urine volumes (since the patients were ambulatory) 
was checked by creatinine estimations. The method of 
Dubbs ef al. was used for the determination of uric acid 
levels and that of Alvine and Miller for inulin clearance. 

Pyrazinamide caused a fall in the urinary output of 
uric acid by the second day and a rise in the serum uric 
acid level, which reached a peak between the Sth and 
7th days. This was unaffected when isoniazid was then 
given in addition, but when both drugs were discontinued 
the serum uric acid level fell and the urinary output 
rose. Inulin clearance results showed no alteration in 
the glomerular filtration rate during or after therapy. 
When pyrazinamide and isoniazid were given together 
from the outset a similar result was obtained; there was 
no change when isoniazid alone was withdrawn, but a 
fall in the serum uric acid level and a rise in urinary uric 
acid content occurred when pyrazinamide was withdrawn. 

In one of the 3 subjects receiving pyrazinamide in 
addition to PAS and isoniazid, a similar result was 
recorded, but in the other 2 the rise in the serum uric 


acid level and the fall in urinary uric acid output was: 


less, and marked changes did not occur until 7 days after 
withdrawal of the PAS. Four patients received pyra- 
zinamide and isoniazid for a long period and 3 were 
given this combination for one week, all being then 
given PAS; in 3 (2 receiving long-term and one short- 
term treatment) no effect was noted, while in the other 4 
there was a fall in serum uric acid level and a rise in 
urinary output. Probenecid, which was given with pyra- 
zinamide in 4 cases, appeared to suppress the hyper- 
uricaemia in 2 of them and in the other 2 to delay it; in 
all 4 there was a rapid rise in serum uric acid level when 
probenecid was stopped while the administration of 
pyrazinamide was continued. Lastly, of 4 tuberculous 
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patients receiving long-term therapy with pyrazinamide, 
3 showed no change on receiving probenecid and one 
showed some response, this being the subject who had 
previously responded to PAS. In one case ACTH (corti- 
cotrophin) was given after treatment with pyrazinamide 
for 8 days and this caused a marked urinary excretion of 
uric acid and fall in the serum uric acid level. 

The authors conclude that the rise in serum uric acid 
concentration following administration of pyrazinamide 
is due to decreased excretion of uric acid in the urine, 
which in turn is presumably the result of increased tubular 
reabsorption. The hyperuricaemia was unaffected by 
isoniazid, reduced in some cases by PAS and by pro- 
benecid, and completely reversed in the one patient 
treated with ACTH. B. M. Ansell 


1025. Hyperuricemia Due to Pyrazinamide 
M. SHAPIRO and L. Hype. American Journal of Medicine 
[Amer. J. Med.] 23, 596-599, Oct., 1957. 1 fig., 11 refs. 


At the University of California, Los Angeles, the 
authors have investigated the reported hyperuricaemic 
effects of pyrazinamide in 46 patients suffering from pul- 
monary tuberculosis (but with normal renal and hepatic 
function) who were receiving various combinations of the 
following drugs: streptomycin 1 g. intramuscularly twice 
weekly, isoniazid 300 mg. daily, PAS 12 g. daily, and 
pyrazinamide 1-5 or 3 g. daily. Throughout the study 
the patients were given their usual diet. A group of 10 
similar patients not receiving pyrazinamide served as 
controls. Serum uric acid determinations were per- 
formed by a modification of Koch’s method. 

In the 46 patients who were receiving pyrazinamide 
the serum uric acid level was persistently between 6-2 and 
9-7 mg. per 100 ml. compared with a level of less than 
5-5 mg. per 100 ml. in the controls. This occurred 
whether the daily dose of pyrazinamide was 1-5 g. or 
3 g. Further, of 11 new patients treated with pyrazin- 
amide and isoniazid, all showed a rise in serum uric 
acid level whichever dosage of pyrazinamide was em- 
ployed, and a further 8 patients receiving streptomycin 
and isoniazid all showed a rise in serum uric acid level 
48 hours after the addition of 3 g. of pyrazinamide daily 
to the regimen. In 5 treated with isoniazid and PAS 
the addition of pyrazinamide caused only slight changes 
in the serum uric acid level at 48 hours, but a definite 
increase after 9 days. One patient under treatment with 
streptomycin and isoniazid and who was also receiving 
sodium salicylate for arthritis did not develop hyper- 
uricaemia on the addition of pyrazinamide, nor did 
2 patients given salicylates before and during the adminis- 
tration of 3 g. of pyrazinamide daily. 

The authors conclude that pyrazinamide in a dosage 
of 1-5 or 3 g. daily causes a persistent hyperuricaemia 
which is delayed but not prevented by the administration 
of PAS and is unaffected by other antituberculous drugs. 
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The hyperuricaemia is, however, prevented by salicy- 
lates. It is noted that none of the patients studied 
complained of joint pains, nor were any attacks of gout 
observed. B. M. Ansell 


1026. Gastric Secretion as Influenced by Rauwolfia 
Alkaloids 

E. M. SCHNEIDER and M. L. CLARK. Annals of Internal 
Medicine [Ann. intern. Med.| 47, 640-650, Oct., 1957. 
6 figs., 20 refs. 


Further observations on the effect of various rau- 
wolfia alkaloids on gastric secretion are reported in this 
paper from the University of Oklahoma School of 
Medicine and the Veterans Administration Hospital, 
Oklahoma City. Intravenous administration of 1 mg. 
of reserpine stimulated a marked and prolonged increase 
in secretion of free hydrochloric acid; the response was 
not blocked by atropine, methantheline bromide, 
adrenaline, or vagotomy, indicating that the stimulation 
was not centrally induced. After a single dose by mouth 
of 2:5 mg. of reserpine or 2-5 mg. of raunormine (the 
alkaloid of Rauwolfia canescens) there was a significant 
and sustained increase in gastric acidity. No significant 
effect on gastric secretion was produced by a single oral 
dose of 1 mg. of reserpine, 1 mg. of raunormine, or 
100 mg. of rauwolfia extract. In 9 healthy subjects 
given 1 mg. of reserpine or 200 mg. of rauwolfia daily 
by mouth over a 14-day period no significant change in 
gastric secretion or urinary uropepsin excretion was 
observed. Further, in a group of 21 patients with 
duodenal ulcer or functional gastro-intestinal symptoms 
who received 200 mg. of rauwolfia daily by mouth 
for 10 days the subjective responses were not signifi- 
cantly different from those in the same group given 
phenobarbitone or a placebo daily for a similar period. 

Some concern has been expressed recently about the 
possibility that peptic ulcer may be activated or caused 
by drugs of the rauwolfia group. The present findings 
support the view that caution should be exercised in pre- 
scribing large doses of these drugs, especially for patients 
with peptic ulcer. Joseph Parness 


1027. The Acute Respiratory Effects of Chlorpromazine 
in Man 

A. D. RENzetTI and W. R. PapGet. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.) 50, 400- 
409, Sept., 1957. 4 figs., 11 refs. 


At the Veterans Administration Hospital and the 
State University of New York College of Medicine, 
Syracuse, New York, the acute effects of chlorpro- 
mazine on ventilation, blood gas composition, and pul- 
monary gas exchange were measured in 7 healthy sub- 
jects and 2 patients with chronic pulmonary emphysema 
and carbon dioxide retention. The intravenous adminis- 
tration of 0-32 to 0-38 mg. of chlorpromazine per kg. 
body weight tended to induce an abnormal ventilatory 
pattern characterized by regular shallow breaths inter- 
rupted irregularly by deep sighing respirations and 
simulating that found in normal sleep. At the same time 
evidence was found of alveolar hypoventilation, a 
decrease in oxygen uptake and carbon dioxide output, 
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and a diminished sensitivity of the respiratory mechanism 
to the inhalation of carbon dioxide, indicating that 
chlorpromazine has a central respiratory depressant 
action. 

“ These respiratory effects of chlorpromazine and the 
occurrence of shock in one patient emphasize the 
potential hazard of the intravenous route of administra- 
tion. In addition, caution and close observation would 
seem to be advisable when this drug is administered by 
any route to patients who are to receive further central 
nervous system depressants or to individuals whose 
respiratory center is already depressed ”’. 

A. Elson 


1028. The Effect of Atropine and Morphine on Respira- 
tion . 

S. S. Sremserc, J. W. and J. C. Seep. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol. exp. Ther.] 121, 71-77, Sept., 1957. 3 
figs., 14 refs. 


To determine the effects of atropine and morphine on 
respiration 5 healthy subjects were given intramuscular 
injections of each of the following in random order: 
morphine 10 mg., atropine 0-6 mg., morphine 10 mg. 
with atropine 0-6 mg., and saline. A double-blind tech- 
nique was used. Two control readings of alveolar 
ventilation and alveolar pCO2 were obtained before each 
injection, and experimental readings were taken one hour 
and again 2 hours after each injection. A highly signifi- 
cant respiratory depression was produced by morphine, 
but atropine alone caused no significant change. The 
effect of the combination of morphine and atropine did 
not differ significantly from that of morphine alone. 
There was no significant difference between the values 
obtained one hour and those obtained 2 hours after the 
injection. 

The method used and the findings are discussed in 
relation to those in other comparable investigations. 

Mark Swerdlow 


1029. Evaluation of the Bronchodilator, Caytine (JB-251) 
A. LesLiz and D. H. Simmons. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 234, 321-324, 
Sept., 1957. 3 refs. 


The bronchodilator properties of “‘ caytine ” (JB-251), 
an N-substituted arterenol derivative, were investigated 
at the Wadsworth Hospital and the University of Cali- 
fornia Medical Center, Los Angeles, in 32 patients suffer- 
ing from the emphysema, fibrosis, and bronchiectasis 
associated with bronchospasm. In 16 of the cases the 
bronchodilator activity of caytine was compared with 
that of isoproterenol. The drugs were given in the form 
of an aerosol from a nebulizer. 

Caytine was found to have “ significant and relatively 
prolonged bronchodilator activity” and to be relatively 
free from side-effects. On comparison, it was found 
that “in general the objective results following caytine 
administration were more consistently favorable than 
those following isoproterenol, although this was not 
corroborated by the subjective response’. There were 


considerable variations in individual responses, however, - 
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and the authors consider that caytine should be regarded 
as an alternative to, rather than a substitute for, isopro- 
terenol. A. I. Suchett-Kaye 


1030. The Relation between Dose of Succinylcholine and 
Duration of Apnea in Man 

W. Kacow and D. R. Gunn. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol. exp. Ther.] 
120, 203-214, June, 1957 [received Sept.].- 12 refs. 


One of the uses of the muscle relaxant succinylcholine 
is to modify the severity of the convulsion induced during 
electric convulsion therapy (E.C.T.). At the Ontario 
Hospital, New Toronto, succinylcholine, usually in 
doses of 30 to 1,000 mg., was given to 60 adult male 
patients before E.C.T. on from 5 to 25 occasions, oxygen 
being administered by means of a positive-pressure 
inhaler. The duration of apnoea was observed in each 
case, its end being indicated by the movement of a thin 
latex bag attached to the mask on resumption of 


spontaneous respiration. In two-thirds of the patients 


the apnoea produced lasted from 9 to 11 minutes. 

_ In each case the serum cholinesterase activity was deter- 
mined in duplicate by two methods, namely, by ultra- 
violet spectroscopy and by Huerga’s method, which is 
based on the formation of hydroxamic acid from acetyl- 
choline. The type of serum cholinesterase, which has 
been shown to differ in different subjects and to be 
genetically determined, was assessed by the degree to 
which it was inhibited by the action of cinchocaine 
(dibucaine), expressed as the “ dibucaine number ”’. 
The usual type of esterase, that is with a dibucaine num- 
ber above 74, was found in 51 of the 60 patients. In 
these patients, correlation coefficients were calculated 
for a number of parameters including age, body weight, 
and esterase activity. This showed that there was a 
normal distribution of the log. dose of succinylcholine 
required to produce a standard effect, and a linear 
relationship between log. dose of the drug and log. of 
the duration of apnoea. The correlation of effect of 
the drug with esterase activity was much closer than 
with body weight or age. Of the two abnormal forms 
of esterase occurring (in 9 cases), one was found not to 
hydrolyse succinylcholine in vivo, so that the cufve of 
dose—duration of apnoea may provide an indication of 
the limits of possible apnoea after succinylcholine in a 
patient with this type of esterase. Ronald Woolmer 


1031. Antagonism of Tubocurarine. III: Time Course of 
Action of Pyridostigmin, Neostigmine, and Edrophonium 
in vivo and in vitro 

C. M. Situ, J. C. MEAD, and K. R. UNNA. Journal of 
Pharmacology and Experimental Therapeutics [J. Phar- 
macol, exp. Ther.| 120, 215-228, June, 1957 [received 
Sept.]. 8 figs., 20 refs. 

The inhibitory action of neostigmine, pyridostigmine, 
and edrophonium on cholinesterase activity was studied 
in vitro and in vivo at the University of Illinois College 
of Medicine, Chicago, by means of a Warburg mano- 
metric technique. Pyridostigmine had one-eighth and 
edrophonium only 1/160th of the potency of neostig- 
mine. The duration of the inhibitory effect of the three 


~ 


compounds was also different. Thus | neostigmine 
reached its maximum activity in 10 minutes, the activity 
exerted by pyridostigmine continued to increase for over 
30 minutes, while edrophonium produced its full effect 
almost immediately. Potentiation of the action of 
acetylcholine by these drugs was tested on a frog muscle 
preparation. In this respect both edrophonium and 


_ pyridostigmine had only about 1/25th of the potency of 


neostigmine; again the full effect of edrophonium was 
apparent almost at once (in 2 minutes or less), but that 
of the other two drugs developed only after between 30 
and 50 minutes. Antagonism to tubocurarine was 
studied in vivo by means of the “ rabbit head-drop ” 
test. All three compounds were capable of increasing 
the dose of curare required to produce a given effect 
by a factor of 1-5 to 2-0, the order of potency being 
neostigmine >pyridostigmine>edrophonium and _ the 
duration of their effects 80, 60, and 5 minutes respectively. 
Ronald Woolmer 


1032. Effect of Psychotomimetic Compounds on Human 
Pseudocholinesterase 

G. H. Friep and W. Antopo.. Journal of Applied 
Physiology {J. appl. Physiol.| 11, 25-28, July, 1957. 
1 fig., 25 refs. 

In this study of the action of psychotomimetic drugs 
on pseudocholinesterase, reported from Beth Israel Hos- 
pital, New York, the effects of serotonin, lysergic acid 
diethylamide (L.A.D.), chlorpromazine, and reserpine 
on the activity of pseudocholinesterase obtained from 
human serum was estimated manometrically by a 


modification of Ammon’s method. The concentration — 


of these substances causing 50°% inhibition (Iso) was as 
follows: serotonin 2x10-3M, a concentration of 
5x10-5M having no effect; for L.A.D. it was 10-6M, 
with no effect evident at a concentration of 10-8M; for 
chlorpromazine it was 5 x 10-5M, with negligible effects 
at 10-6M; reserpine showed no inhibitory action at all 
at its maximum solubility. The inhibitory effect was 
easily reversed by adding excess substrate (acetylcholine 
chloride), indicating that the inhibition is competitive in 
nature. Tryptamine appeared to exert inhibitory effects 
of the same order as serotonin. Hydroxyindoleacetic 
acid did not inhibit enzyme activity at concentrations of 
10-3M, but gave a variable potentiation at 6 x 10-4M. 
It was notable that when very low concentrations of 
the inhibitors were employed marked potentiation of 
activity occurred; thus serotonin gave 30°%% augmentation 
at a concentration of 5 x 10-6, L.A.D. 50% augmentation 
at 610-9, and chlorpromazine 25% at 10-7. In the 
concentrations causing potentiation it was observed that 
the drugs showed some variation with different serum 
samples, although the pseudocholinesterase content was 
well within the normal range in all cases. Discussing 
these findings the authors comment that although the 
problem whether naturally occurring psychic defects are 
partly mediated through alterations in pseudocholines- 
terase activity must still be a matter for conjecture, the 
demonstration in this study of the sensitivity of this 
enzyme to psychotomimetic substances does suggest 
such a possibility. Norval Taylor 
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1033. An Effective Trichuricide Suitable for Oral 
Administration 

W. W. Frye, C. SWARTZWELDER, R. LAmpeERT, S. H. 
ApapiE, and C. B. Carson. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. Hyg.] 
6, 890-893, Sept., 1957. 1 fig., 2 refs. 


In this communication from Louisiana State University 
School of Medicine, Pineville, the authors describe the 
results obtained with “ dithiazanine” (3:3’-diethyl- 
thiadicarbocyanine iodide) in the treatment of asympto- 
matic infections with the whipworm Trichuris trichiura 
in 40 patients in an institution for retarded individuals. 
The drug was given by mouth in doses of 200 mg. twice 
or thrice daily for 5 days in the form of enteric-coated 
tablets each containing 100 mg. Faecal specimens were 
preserved in formalin and the eggs of the worm separated 
by the formalin-ether concentration technique. Whip- 
worms were passed in the stools after one day of treat- 
ment and appeared to be dead. No eggs were found 
one month after treatment in the stools of 14 out of 16 
persons who received 600 mg. of dithiazanine daily or 
in those of 12 out of 17 who received 400 mg. daily, 
representing cure rates of 87-5 and 71% respectively; 
follow-up stool examinations 3 months after treatment 
confirmed these results. No significant side-effects were 
observed. The drug was also effective against Ascaris 
lumbricoides, which it stained green. L.G. Goodwin 


1034. The Anthelmintic Effect of Dithiazanine in Experi- 
mental Animals 

M. C. McCowen, M. E. CALLENDER, and M. C. BRANDT. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.| 6, 894-897, Sept., 1957. 
3 refs. 


At the Lilly Research Laboratories, Indianapolis, the 
anthelminthic action of “‘ dithiazanine (3:3’-diethyl- 
thiadicarbocyanine iodide) was investigated in mice 
experimentally infected with the oxyurids Syphacia 
obvelata and Aspiculurus tetraptera, in dogs with natural 
infestation with ascarids, hookworms, and whipworms, 
and in cats infested with ascarids and hookworms. The 
mice, in groups of 5 or 10, were given the drug in their 
usual diet in various concentrations for 1, 2, 3, 4, or 7 
days, starved for 24 hours, and then killed, when the 
caecum and large intestine were washed out with normal 
saline and the oxyurid worms counted. Groups of 
untreated infected mice were examined for comparison. 
A concentration of 0-01% of dithiazanine in the diet for 
7 days removed all worms. Treatment for 2 days 
removed all S. obvelata, but only 50% of mice were 
freed from A. tetraptera; however, treatment for 3 days 
removed the latter worm from 83°% of mice. 

Of 4 dogs given doses of 5 or 10 mg. of dithiazanine 
per kg. body weight twice daily in capsules by mouth for 
3 months, all were freed completely from hookworms, 


whipworms, and ascarids, and eggs were no longer detect- 
able in the stools examined by concentration techniques 
after 2 to 6 weeks of treatment. A further group of 6 
dogs treated with 10 mg. per kg. for only 4 days were 
freed from ascarids and whipworms. Five daily doses 
of 10 mg. per kg. body weight freed cats from ascarids 
and hookworms. Dithiazanine stains the stools blue. 
L. G. Goodwin 


1035. Further Observations on Pyrazinamide Alone and 
in Combination with Other Drugs in Experimental Tuber- 
culosis 

W. STEENKEN, E. Wo.insky, M. M. SmitTH, and V. 
MONTALBINE. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 76, 643-659, 
Oct., 1957. 19 refs. 


The authors, working at the Trudeau Laboratory, 
Saranac Lake, New York, have confirmed an earlier 
observation that pyrazinamide exerts a much greater 
tuberculostatic effect in media at pH 5-2 to 5-5 than in 
media at pH 7:0. Of 58 strains of Mycobacterium tested 
only the 7 virulent strains of Myco. tuberculosis H37Rv 
were completely susceptible at pH 7-0, all other strains 
showed varying degrees of resistance. In experiments 
in vitro pyrazinamide did not appear to enhance the 
tuberculostatic activity of streptomycin, PAS, or isoni- 
azid, nor did it prevent the emergence of resistant bacilli 
in the surviving guinea-pigs. 

The results of a comparative study in vivo of the 
effectiveness of various antituberculous drugs showed 
that in guinea-pigs pyrazinamide alone gave no protection 
against death from tuberculosis, and that small doses of 
the drug actually hastened the animals’ death. However, 
the drug appeared to enhance the activity of strepto- 
mycin, isoniazid, and “ salizid”. Pyrazinamide and 
cycloserine proved to be a particularly toxic combina- 
tion of drugs. E. G. Rees 


1036. Triethylenethiophosphoramide (Thio-TEPA) in the 
Treatment of Neoplastic Disease 

J. E. ULTMANN, G. A. HyMAN, C. CRANDALL, H. NAvu- 
jJoxs, and A. GELLHORN. Cancer [Cancer (Philad.)] 
10, 902-911, Sept.—Oct., 1957. 24 refs. 


At the Francis Delafield and Presbyterian Hospitals, 
New York, 100 patients with advanced malignant disease 
have been treated with N-N’-N”-triethylenethiophos- 
phoramide (thioTEPA), a total of 109 treatments being 
given. The largest group of patients suffered from 
malignant lymphoma, 23 of them having reticulum-cell 
sarcoma and 13 Hodgkin’s disease. There were also 27 
women with carcinoma of the ovary and 9 with car- 
cinoma of the breast. The daily dose of thioTEPA 
ranged from 3-5 to 20 mg., usually given intravenously, 
a course of 50 mg. being given over one week. (One 
patient received as much as 360 mg. during one year.) 
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Single doses of 30 to 50 mg. were also given into serous 
cavities. 

The objective clinical response was considered to be 
worth while only in patients with ovarian carcinoma, 13 
out of 27 such cases (48°%) showing objective improve- 
ment lasting from 6 weeks to 10 months, pleural effusions, 
ascites, and abdominal masses often disappearing. None 
of the cases of breast cancer improved. Of the patients. 
with lymphoma, only one, a patient with reticulum-cell 
sarcoma, showed any objective improvement, but a 
limited response of brief duration was noted in about half 
the cases of Hodgkin’s disease. Toxic haematological de- 
pression manifested by a fall in the platelet and leucocyte 
counts occurred in 47% of all patients, and 17°%% showed 
clinical evidence of toxicity, with bleeding or infection. 
The possibility that local injection of thioTEPA into 
tumour masses might cause fewer toxic effects is dis- 
cussed, and the literature is reviewed. 

Kenneth Gurling 


1037. A Study of Antibiotic Prophylaxis in Unconscious 
Patients 

R. G. Petersporr, J. A. Curtin, P. D. Hoepricu, R. N. 
PEELER, and J. L. Bennett. New England Journal of 
Medicine [New Engl. J. Med.| 257, 1001-1009, Nov. 21, 
1957. 4 figs., 13 refs. 


The prophylactic use of antibiotics to prevent second- 
ary infective complications in comatose patients has 
become widespread; yet there is reason to suspect that 
such infections are commoner when this practice is 
adopted than when it is not. An investigation into the 
efficacy of such prophylactic chemotherapy was there- 
fore undertaken at Johns Hopkins Hospital, Baltimore, 
on 72 patients unconscious from various causes, 60 of 
whom had vascular lesions of the central nervous system. 
No patient who had an infection needing antibiotic 
treatment on admission or who failed to survive for 48 
hours was included. A total of 32 patients received 
antibiotics, penicillin alone being given in one case, 
penicillin and streptomycin in 19, tetracycline alone in 4, 
penicillin, streptomycin, and tetracycline in 5, and peni- 
cillin, streptomycin, tetracycline, and erythromycin in 
2 cases. A further 10 patients with indwelling catheters 
were given nitrofurantoin or “ sulfisoxazole ’” (sulpha- 
furazole) for urinary prophylaxis, while 30 patients 
received no antimicrobial treatment. [Details of dosage 
and route of administration are not given.] 

The over-all mortality was 549%. Severe secondary 
infections occurred only among those patients who were 
given antibiotics, but there was no significant difference 
in mortality between the groups (this probably being 
accounted for by the severity of the primary diseases). 
Lung infections were more than twice as common in the 
group receiving antibiotics as in the other two. Anti- 
biotic treatment did not diminish the frequency with 
which staphylococci were isolated from the nose and 
throat, and strains from the treated group were more 
resistant to antibiotics than those from the other groups. 
Moreover, a bacterial population of Gram-negative 
bacilli appeared in the upper respiratory tract in patients 
receiving antibiotics which, though not directly respon- 
sible for pulmonary infection, may have been responsible 
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for infections at other sites. Of 8 cases of skin infection 
in patients treated with antibiotics, 7 were due to a 
penicillin-resistant strain of Staphylococcus aureus, while 
2 patients in this group developed bacteriaemia due to 
Gram-negative organisms and both died. Chemopro- 
phylaxis afforded no protection either to patients with 
indwelling catheters or to those repeatedly catheterized. 
Escherichia coli, Aerobacter aerogenes, and Proteus 
vulgaris were the most common organisms found in the 
urine soon after admission, but in patients receiving 
antibiotics the urinary flora underwent a change, Pseudo- 
monas aeruginosa or P. vulgaris emerging as the pre- 
dominant organism. 

There is no dispute as to the effectiveness of antibiotic 
prophylaxis when directed against single aetiological 
agents such as the B-haemolytic streptococcus, meningo- 
coccus, gonococcus, and some species of Shigella. It 
seems clear, however, that the prophylactic administra- 
tion of antibiotics to comatose patients is of no value 
and indeed makes them more susceptible to pulmonary 
and skin infections and bacteriaemia. It should give 
place to increased watchfulness and to the vigorous 
treatment of specific intercurrent infections as soon as 
they appear. A. C. F. Green 


1038. The in vitro Diffusion of Antibiotics through Fibrin 
Membranes 

K. C. Watson. British Journal of Experimental Patho- 
logy (Brit. J. exp. Path.) 38, 493-497, Oct., 1957. 
8 refs. 


Since the chemotherapeutic efficacy of an antibiotic in 
infections characterized by fibrin deposition is deter- 
mined to some extent by the ability of the drug to pene- 
trate the fibrin barrier, the diffusion of 5 different anti- 
biotics through a fibrin membrane has been studied at 
the University of Natal, Durban. The antibiotic solu- 
tion (5 ml.) was placed on one side and 5 ml. of a sterile 
saline solution on the other side of a fibrin membrane 
prepared by clotting with thrombin about 0-15 ml. of 
plasma in a straight sintered glass filter tube (porosity 
No. 1, diameter 10 mm., and thickness of filter disk 
3 mm.). At twelve intervals during 48 hours 6-25-ml. 
samples were removed and assayed for their antibiotic 
content. 

Crystalline benzylpenicillin (original concentration 


2,000 units per ml.) diffused rapidly through the mem- 


brane, attaining equilibrium on both sides of the 
barrier in 5 hours. Chloramphenicol and aureomycin 
(original concentration of both 200 jg. per ml.) attained 
about 20 and 40°% respectively of the theoretical equili- 
brium concentration after 48 hours’ diffusion. Erythro- 
mycin (original concentration 100 yg. per ml.) and 
spiramycin (original concentration 100 yg. per ml.) 
both diffused more slowly and attained only about 14 
and 7% of theoretical equilibrium respectively. Diffu- 
sion rates were not greatly affected by temperature, as 
shown by tests at 4° and 37°C. The author points out 
that the relationship of these results to conditions in 
vivo is uncertain, since a number of other factors are 
involved which cannot be imitated in an experimental 
model. J. E. Page 
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1039. A Study of Intercurrent Bacterial Respiratory 
Infections in Bulbospinal Poliomyelitis 
‘J. B. Livincstone, F. K. Austen, and L. J. Kunz. 
New England Journal of Medicine [New Engl. J. Med.] 
257, 861-866, Oct. 31, 1957. 11 refs. 


In view of the experience that circulatory collapse and 
respiratory tract infections are the two major causes of 
death in patients with bulbar poliomyelitis a study was 
carried out at the Massachusetts General Hospital, 
Boston, of bacterial respiratory infections in 25 patients 
suffering from bulbo-spinal poliomyelitis who required 
tracheotomy and nursing in a respirator. The investiga- 
tion was based on the results of the bacteriological 
examination of the tracheal flora. The methods are fully 
described. 

More than 9 different species of bacteria were isolated. 
The most frequently found were Staphylococcus aureus 
in 83% of cultures, Pseudomonas aeruginosa in 11-5%, 
Proteus spp. in 8-9°%, and B-haemolytic streptococci in 
44%. Of the staphylococci isolated, 89°% were resistant 
to the commonly used antibiotics. Cultures made from 
material taken from equipment used in the wards and 
from the fingernails of nursing personnel showed identical 
strains of staphylococci. In 16 of the 25 patients pul- 
monary sepsis developed during the first month in the 
hospital. A multiple-drug-resistant strain of Staphylo- 
coccus aureus was the predominating organism in 15 of 
these 16 cases. Effective treatment required the use of 
a variety of antibiotics to which the organisms were 
sensitive, chloramphenicol and bacitracin being the most 
useful. In addition to the use of specific antibiotics 
deep tracheal suction was also found essential for the 
removal of infected material, and therapeutic broncho- 
scopy was necessary in 16 instances. Despite these 
measures 6 of the 16 patients with pulmonary sepsis died. 

During this same period there were 28 other patients 
with bulbo-spinal poliomyelitis in respirators. In none 
of these, however, had tracheotomy been carried out, 
and in none was there any evidence of pulmonary sepsis. 
It is suggested that tracheotomy itself may predispose 
to infection of the lower respiratory tract and that care- 
ful attention should therefore be paid to this possibility 
in the management of such cases; the treatment should 
include suitable antibiotics when necessary combined 


with frequent suction and aspiration of the trachea and 


bronchi. John Fry 
1040. Primary Varicella Pneumonia 

S. KruGcman, C. H. Goopricn, and R. Warp. New 
England Journal of Medicine [New Engl. J. Med.] 257, 
843-848, Oct. 31, 1957. 5 figs., 13 refs. 


In the literature up to January, 1956, only 15 cases of 
primary varicella pneumonia were reported. Since that 
date 45 additional cases (including 10 in the present 
paper) have been described, indicating that the condition 
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is not so rare as it was hitherto thought to be. During 


the first 6 months of 1956, 148 patients (118 children and - 


30 adults) with varicella were admitted to Bellevue Hos- 
pital, New York, and in 10 of the 30 adults there was 
clinical and radiological evidence of varicella pneumonia. 
Pulmonary signs became apparent 2 to 5 days after the 
appearance of the rash, which ‘was extensive and typical. 
The chief clinical features were cough, chest pain, cyano- 
sis, and dyspnoea. The physical signs were incon- 
spicuous, consisting of local areas of moist sounds. The 
radiological appearances were more striking, there being 
generalized nodular opacities throughout both lung 
fields. 

One patient died, and the clinical and post-mortem 
findings are described in detail. The pneumonia was 
severe in 3 further cases, in 2 of which pleural effusions 
developed. In the remaining 6 cases it was moderately 
severe or mild. Even in the patients who were severely 
ill the acute phase lasted for less than one week. 

John Fry 


1041. Experiences with Chickenpox in Patients with 
Hematologic Disease Receiving Cortisone 

W. W. Nicuois. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 94, 219-223, Sept., 1957. 5 figs., 
21 refs. 


The author, from the Children’s Hospital, Philadelphia, 
describes clinical experience of the effect upon certain 
infections in children of the therapeutic administration 
of steroid hormones. Of 3 cases in which chicken-pox 
developed during steroid therapy, 2 were fatal. A boy 
of 3 years with acute lymphatic leukaemia who was 
receiving prednisone (20 mg. daily) and amethopterin 
died 2 days after developing chicken-pox. A second boy 
with myeloid leukaemia who was receiving cortisone 
(75 mg. daily) and aminopterin died with a rash, fever, 
abdominal pain, and haematuria 15 days after exposure 
to chicken-pox. In the third case, that of a boy of 5 
years with aplastic anaemia, mild chicken-pox was 
diagnosed and the dosage of cortisone was at once 
reduced from 100 mg. to 25 mg. daily. 

Of a series of 4 cases in which measles developed during 
steroid therapy, one was fatal. A girl of 2 years with 
acute lymphatic leukaemia was receiving 150 mg. of 
cortisone daily with amethopterin when measles was 
diagnosed; she was given gamma globulin and blood 
transfusion, but died 15 days later from giant-cell 
pneumonitis. In 3 other children in whom measles 
developed during steroid therapy recovery was complete, 
but none was receiving more than the equivalent of 50 
mg. of cortisone daily. The dosage rather than the 
duration of administration of the drug appeared to be 
the determining factor, and the author suggests that when 


‘infections occur the dosage of cortisone should be 


reduced to 25 mg. daily. G. C. R. Morris 
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1042. Generalized Tetanus: Analysis of 202 Cases 

M. R. GarctA-PALMIERE and R. RAMIREZ. Annals of 
Internal Medicine [Ann. intern. Med.| 47, 721-730, Oct., 
1957. . 34 refs. 


An analysis is presented of the clinical findings in 202 
cases of tetanus admitted to the Fajardo District Hos- 
pital, Puerto Rico, between 1940 and 1955. The ages 
of the patients (150 males and 52 females) ranged from 
12 to 84 years. The portal of entry of the organisms 
varied, the lower limbs being the most frequent, but no 
significant difference was observed between the mor- 
tality rate in cases with portal of entry in the head and 
neck and that in cases with portal of entry in the lower 
limbs. The incubation period, however, had a marked 
influence on the mortality rate; of 86 patients in whom 
the incubation period was 10 days or less, 37 (43°%) died, 
and of 41 with an incubation period of more than 10 
days, 8 (19-69%) died. It is of interest that 6 patients 
received tetanus antitoxin (1,500 units) at the time of the 
original injury; only one of these died. Tetanus recurred 
'n 5 cases, one of which was fatal. 

The management of these patients consisted in adminis- 
‘ration of large doses of tetanus antitoxin, debridement 
of the site of injury, sedation with phenobarbitone, 
‘* avertin ’ (bromethol), or chloral hydrate, and, in cases 
seen during the past 7 years, penicillin. Tracheotomy 
was necessary in 11 cases, with 8 deaths. Altogether 66 
patients died, an over-all mortality of 339%, the most 
frequent cause of death being respiratory failure, and 
the next toxaemia. Of 46 patients treated before the 
introduction of penicillin, 16 (34-99%) died; mortality in 
patients treated with crystalline penicillin was 36:-5°% 
and in those given procaine penicillin 289%. John Fry 


1043. The Diagnosis of Pertussis with Supralaryngeal 
and Modified Pernasal Swabs 

A. BoGDAN. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 32, 450-453, Oct., 1957. 1 fig., 8 refs. 


The bacteriological diagnosis of pertussis, always 
difficult, has in recent years been rendered much easier 
by the advent of Lacey’s diamidine—penicillin—fluoride 
medium (J. Hyg. (Lond.), 1954, 52, 273) and the use of 
pernasal swabs. In this paper from the University of 
Leeds a method of taking supralaryngeal swabs is 
described and the-results achieved with it compared with 
those obtained by other methods. The author’s method 
consists essentially in getting the patient, with the head 
held well back, to cough directly on to a swab mounted 
on a wire handle and held directly over the laryngeal 
outlet, the aim being to catch on the swab a freshly 
expelled portion of mucus from the larynx. If the 


patient, usually a child, will not cough, coughing can — 


readily be provoked by touching the fauces with the 
spatula depressing the tongue. 

It was found that by the combined use of pernasal and 
postnasal swabs a positive culture was obtained in 77% 
of pairs. In order to assess the value of supralaryngeal 
swabs 340 specimens were collected as described and 
on culture 65% gave a positive result. To compare the 
results obtained with swabs taken by all three routes 109 
children with known whooping-cough were simulta- 
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neously swabbed by the pernasal, postnasal, and supra- 
laryngeal routes. With this “ triple-swab’” method 
positive cultures were obtained in 84°% of the cases, the 
postnasal route giving a positive result in 43°{, the supra- 
laryngeal in 55%, and the pernasal in 72%. Analysis of 
these results showed that swabs by the supralaryngeal 
and the pernasal routes between them produced a positive 
result in 84%, so that those taken postnasally added 
nothing to the diagnostic accuracy. From these findings 
the author recommends that swabs be taken simulta- 
neously by both the pernasal and supralaryngeal routes 
and emphasizes the importance of obtaining a sample of 
laryngeal mucus on the swab. David Morris 


1044. Human Infections with Vibrio fetus and a Closely 
Related Vibrio 

E. O. Kinc. Journal of Infectious Diseases {J. infect. 
Dis.] 101, 119-128, Sept.—Oct., 1957. 32 refs. 


The author describes, from the Communicable Disease 
Center, U.S. Public Health Service, Atlanta, Georgia, 
the bacteriological and serological features of 7 strains 
of Vibrio foetus and 4 closely related strains isolated 
from the blood of human patients suffering from vibrio- 
sis. All the strains were micro-aerophilic, and with one 
exception were all actively motile; all grew on MacCon- 
key medium, but failed to liquefy gelatin, ferment carbo- 
hydrates, produce indole, or change litmus milk. 
Serological studies showed that there were antigenic 
differences between the strains described and strains of 
V. foetus isolated from domestic animals, while the 4 
strains of related vibrios also formed a distinct group. 

Apart from bacteriaemia, the only feature common to 
all the 15 cases of infection by these organisms in 
human patients so far described has been fever, usually 
of the undulant type. Chills were reported in 10 cases, 
respiratory symptoms in 8, and hepatic involvement in 5, 
while the complications included abortion or miscarriage 
in 3 cases, paralysis in 4, damage to the heart in 3, and 
phlebitis in one. Three of the patients died. The epi- 
demiology of vibriosis is not known, but the course of the 
disease and the method of transmission in animals are 
described. It is possible that 4 of the patients had 
acquired their organisms from farm animals, but in the 
remainder the source of infection was not determined. 

R. Hare 


1045. The Use of Ancillary Laboratory Tests in Lepto- - 


spirosis, with Particular Reference to the Diagnosis of the 
Mild Case 

C. R. Ropinson. Journal of Clinical Pathology [J. clin. 
Path. 10, 322-326, Nov., 1957. 3 figs., 11 refs. 


The difficulty of diagnosing mild cases of leptospirosis 
is well known, and the observation of 89 such cases in 
a British Military Hospital in Malaya (78 in British and 
11 in Gurkha soldiers) has provided an opportunity for 
comparative evaluation of a number of laboratory tests 
for this purpose. A diagnostic rise in titre of leptospiral 
antibodies in the serum, as tested by the agglutination 
technique, occurred in every case. Of the leptospires 
isolated, 29 were identified as belonging to seven different 
species: Leptospira icterohaemorrhagiae (1); L. javanica 
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(7); L. pyrogenes (10); L. autumnalis (4); L. australis A 
(2); L. hebdomadis (4); and L. bataviae (1). The haema- 
tological tests included total and differential leucocyte 
counts in 56 cases, a leucocytosis being present in 23 
(41%), and determination of the haemoglobin level in 
29 cases (all in British servicemen), in 18 of which it was 
less than 13 g. per 100 ml., though usually not below 
10 g. per 100 ml., the anaemia being greatest in the first 
week of the disease. Examination of the urine showed 
the presence of pyuria, cylinduria, or haematuria in 48 
out of 56 cases, mainly during the first 10 days. The 
blood urea level was determined in 83 cases and exceeded 
40 mg. per 100 ml. in 74-5°% of those cases examined in 
the first week and 43-3°% of those examined in the second 
week, the rise in most cases being moderate. Renal 
concentrating capacity was not markedly affected. The 
zinc sulphate flocculation test was performed in 47 cases 
and gave abnormal results in 29°% during the first week 
and 63°% during the second week, the highest figures 
being obtained between the 9th and 17th days of illness. 
The serum protein levels were also determined in 47 cases, 
that of albumin being generally reduced during the first 
14 days with a concomitant rise in that of globulin. The 
serum bilirubin level was raised in 12 out of 47 cases, 
being highest between the 3rd and 7th days; this finding, 
together with the associated biliuria, was of great diag- 
nostic value, only 2 of the patients being icteric. The 
cerebrospinal fluid was examined in 6 cases, but such 
changes as were found bore no relation to the gravity 
of the symptoms. 

The author is of the opinion that in Malaya many 
cases of canicola fever are overlooked because of their 
mildness. The value of urine examination in the diag- 
nosis of such cases is stressed, and the lack of specific 
diagnostic value of liver function tests is pointed out. 

Edward Hindle 
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1046. An Outbreak of Encephalomyelitis in the Royal 
Free Hospital Group, London, in 1955 

THe MEDICAL STAFF OF THE ROYAL FREE HOspPITAL. 
British Medical Journal (Brit. med. J.] 2, 895-904, Oct. 
19, 1957. 6 figs., 22 refs. 


This paper records an outbreak of an obscure illness 
which, between July 13 and November 24, 1955, affected 
292 members of the nursing, medical, and auxiliary staff 
of the Royal Free Hospital Group, London, 255 being 
admitted to hospital and 37 nursed elsewhere. Only 12 
patients in the hospitals of the group developed the 
disease. The highest incidence was among the staff 
resident in hospital and occupied in nursing; from the 
frequency of contact between nurses it was calculated 
that their chances of exposure were at least 4:1. The 
outbreak was explosive, but the aetiology and mode of 
transmission could not be determined despite intensive 
laboratory investigations. 

The clinical picture was drawn from observations on 
200 cases admitted to hospital in which the diagnosis 
seemed certain. The fully developed illness showed 
features of a generalized infection with involvement of 
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the lympho-reticular and central nervous systems. The 
earliest symptoms were intense malaise, headache, 
depression, and emotional lability. Abdominal pain, 
vomiting, and diarrhoea rarely occurred, and the tem- 

perature rarely exceeded 100° F. (37-8°C.). In the 

second or third week the earlier symptoms became inten- 

sified and pains in one or both legs and in the subcostal 

area, fluctuating in intensity, and dizziness on moving 

the head and eyes were common. Tenderness and 

enlargement of the superficial lymph nodes, mainly the 

posterior cervical group, were almost always present. 

Signs of involvement of the central nervous system 

occurred in 74% at this stage, patients complaining of 

hypersomnia, nightmares, panic states, and uncontrol- 

lable weeping. The visual fields and the optic fundi were 

normal, but the pupils were sometimes unequal in size, 

with defective reactions to light and convergence. 

External ophthalmoplegia of the 3rd and the 6th cranial 

nerves was common, as was involvement of the 7th and 

8th nerves. Bulbar palsy occurred in 11 cases, in 2 of 
which tube feeding became necessary, but in none was 
artificial respiration required. Motor weakness of the 
limbs and trunk was present in 979% of cases, the tendon 
jerks being sluggish at first and slightly exaggerated later. 
Difficulty in initiating micturition occurred in 25%. 
Painful muscle spasms, fasciculation, and myoclonus also 
occurred. Sensory disturbances occurred in 82 cases 
(55°% of those with nervous involvement). Pain was the 
most frequent sensory symptom, but numbness and 
tingling of the limbs were also observed; cutaneous 
sensory loss was more prominent than loss of joint and 
vibration sense. No case of cerebellar ataxia was seen. 
The duration of the illness varied, 57% of the patients 
being in hospital for less than a month and 7% for more 
than 3 months. Recovery, if slow, was complete in most 
cases, although relapse with fever and lymphadenopathy 
occurred. Other complications were few and not directly 
related to the disease. 

Special investigations proved fruitless. A low neutro- 
phil granulocyte count was common in the first week, 
but the erythrocyte sedimentation rate was normal. 
The Paul—Bunnell and the thymol turbidity and colloidal 
gold tests gave negative results in all cases in which they 
were performed. Electrocardiography was carried out 
in 42 cases selected at random; the tracing was normal 
in 39 cases, but in 3 showed a prolonged Q-T interval 
and T-wave abnormalities. Radiography of the chest, 
examination of the cerebrospinal fluid, determination of 
the serum cholinesterase level, and lymph-node biopsy 
were each carried out in a number of cases, the results 
in all being normal. Electromyographic examinations 

were carried out in 28 cases and showed marked motor 
involvement, recorded as bursts of asynchronous motor 
unit potentials, in all. Treatment was symptomatic. 

The major difference between this epidemic and similar 
ones reported from elsewhere was in the prominence of 
lympho-reticular involvement. This, together with the 
tendency to relapse, the nervous signs—especially migrat- 
ing myalgia and motor weakness—served to distinguish 
it from poliomyelitis. 

[This is an excellent review which should be read in 

full by all those interested.] I. M. Librach 
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1047. Tuberculosis of the Superficial Lymph Nodes in 
Children. A Review with a Report of Experience of 
Enzymatic Debridement 

A. A. ANASTASIADES, E. C. Tstkoupas, E. M. LINCOLN, 
and J. F. Daty. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 76, 588-600, 
Oct., 1957. 28 refs. 


The incidence of tuberculous lymphadenitis in tuber- 
.ulous children admitted to Bellevue Hospital, New 
York, is estimated to be about 5%. The authors discuss 
the pathogenesis and diagnosis of the condition, and 
report the results of treatment ‘in 29 patients, aged 8 
months to 11 years, with suppurative tuberculous lymph 
1 odes. The patients were given an adequate diet, and 
°4 to 48 hours before operation chemotherapy was 
siarted with streptomycin or isoniazid, alone or com- 
tined with PAS, this treatment being continued until 
‘vound healing was complete. The nodes were incised, 
pus evacuated, and the cavity irrigated with a solution of 
streptokinase and streptodornase twice daily for 3 days 
«nd daily thereafter for 2 weeks. The average healing 
time was 45 days when the nodes were associated with 
sinus tracts and 30 days when the nodes were fluctuant. 
‘he authors state that this method of treatment is not 
suitable in all cases of tuberculous lymphadenitis, but is 
co: special value in those with associated long-standing 
s:nus tracts. R. M. Todd 
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1048. Preliminary Trial of the V.D.S. Test in the Diag- 
nosis of Tuberculosis in Infancy. (Primo esperimento col 
\.D.S.-test nella diagnostica tubercolare infantile) 

A. MALiarpi. Lotta contro la tubercolosi [Lotta c. 
Tuberc.] 27, 733-737, Sept., 1957. 2 figs., 7 refs. 


The author stresses the importance, in the selection of 
children for vaccination against tuberculosis, of excluding 
those with evidence of an early primary infection. For 
this purpose he recommends the intradermal injection of 
V.D.S. (a killed vaccine with the addition of hyaluroni- 
dase) as being more sensitive than the usual technique 
with tuberculin. 

Among 21 children aged 1 to 6 years who were sus- 
pected of a tuberculous infection on clinical and radio- 
logical grounds the proportion giving a positive reaction 
to the V.D.S. test amounted to 60% [presumably 12 or 
13 cases]. Of 60 children between the ages of 5 and 6 
years in whom no sign or symptom of tuberculosis could 
be detected, the V.D.S. test gave a positive reaction in 
18°% although the Mantoux reaction was repeatedly 
negative. The V.D.S. test is also of value in assessing 
the immuno-allergic condition of infected children. The 
local reaction consists in the formation of a nodule 
followed by an erythematous halo or an erythematous 


Tuberculosis 


- Wid Med., 1953, 14, 459.} 
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papular or petechial rash. The author has observed a 
positive V.D.S. reaction in the babies of tuberculous 
mothers in spite of their removal from parental contact 
from the time of birth. He attributes this to a state of 
hyper-reactivity in the infant as the result of “‘ micro- 
vaccination” with small amounts. of bacilli during 
gestation. 

[For a description of the preparation of V.D.S., see 
Salvioli, Minerva med. (Torino), 1953, 44, 1313; Abstr. 
Franz Heimann 


1049. British Freeze-dried BCG Vaccine: Further 
Clinical Trials 

J. Longer, P. FARMER, and P. W. MUGGLETON. Tubercle 
[Tubercle (Lond.)| 38, 227-237, Aug., 1957. 7 refs. 


Further to their earlier, preliminary, communication 
(Tubercle (Lond.), 1956, 37, 187; Abstr. Wid Med., 1957, 
21, 13) the authors now report, from the University of 
Sheffield, the results of two further trials of a British 
freeze-dried B.C.G. vaccine on healthy newborn infants. 
In the first of these, two batches of vaccine with widely 
differing viable cell counts, namely, 0-14 106 per ml. 
(Batch 50) and 23 x 106 per ml. (Batch 77) were com- 
pared. After vaccination with Batch 50 (102 infants) 
the post-vaccination tuberculin conversion rate was 
inadequate, occurring in only 565% of the 92 infants 
tested. With Batch 77 (123 infants) tuberculin conver- 
sion was satisfactory after vaccination, but the local vac- 
cination lesions were severe, extending to over 20 mm. 
in diameter with a central ulcer in some cases. Vaccines 
with viable counts of this order are considered to be too 
strong for routine use. 

In the second trial a third batch (Batch 93a) which 
had an intermediate viable cell count (10-11 x 106 per ml.) 
was compared with a Danish liquid vaccine in current 
clinical use. With both these vaccines the tuberculin 
conversation rate to 100 t.u. was 100°. With the use 
of B.C.G. tuberculin a similar conversion rate (98-6°%) 
was obtained with 10 t.u. It is concluded that batches 
of such a freeze-dried vaccine with a viable count of 
10 x 10° per ml. is suitable for routine use both in contacts 
and for mass vaccination purposes, although trials of a 
somewhat weaker vaccine (5x 10° viable cells per ml.) 
are planned. 

The dried vaccines were 5 to 10 months old when the 
investigation began, but no evidence of deterioration 
was observed on storage at room temperature during 
the investigation. Neither was there any fall in the viable 
cell count during subsequent storage at 4° C. for 15 to 
24 months after preparation. 

An addendum to the paper reports the results with 
Batches 50 and 77 after one year. Of 83 infants given 
Batch 50, none developed enlarged lymph nodes or ulcers 
at the site of vaccination, and the conversion rate to 10 
units of B.C.G. tuberculin was now 100%, and 67% to 
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10 units of old tuberculin. In infants given Batch 77 the 
presence of large depressed scars at the site of vaccination 
and significant enlargement of the regional lymph nodes 
confirmed that this vaccine was unnecessarily potent, 
although none of the subjects suffered from general 
symptoms or distant complications. T. M. Pollock 


1050. B.C.G. Tuberculin 
J. Lorper. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 32, 441-445, Oct., 1957. 11 refs. 


It has been reported from various sources that skin- 
testing with tuberculin prepared from B.C.G. provides 
a more sensitive method of studying the response to 
B.C.G. vaccination than does the orthodox tuberculin 
test. A comparative trial of post-vaccination tests with 
B.C.G. and old tuberculin (O.T.) was therefore carried 
out in the Department of Child Health, University of 
Sheffield, as a preliminary to the investigation of the 
antigenic potentialities of freeze-dried B.C.G. vaccine. 

The following groups were studied: (1) 191 uninfected 
and unvaccinated children and young adults; (2) 80 
children with active tuberculous infection; (3) 74 young 
adults with inactive or latent tuberculous infection; and 
(4) 642 infants, children, and young adults who had been 
vaccinated with either liquid or freeze-dried B.C.G. 
vaccine a few weeks to several years previously. In most 
cases the intradermal test was used, the effect of 10 t.u. 
of B.C.G. tuberculin given by the Mantoux technique or 
10,000 t.u. per ml. by Heaf’s multiple-puncture method 
being compared with that of 10 or 100 t.u. of O.T. given 
by the Mantoux technique or 100,000 t.u. of P.P.D. 
tuberculin per ml. given by Heaf’s method. In 77 cases, 
however, the effects of the percutaneous application of 
tuberculin jelly prepared from B.C.G. and from O.T., 
each type containing 60,000 t.u. per g., without the use 
of flour paper were compared. 

In Group 1 187 subjects (98%) showed no reaction 
with either test. All 80 subjects in Group 2 gave a 
positive reaction to B.C.G. tuberculin, given either intra- 
dermally or as the jelly, whereas 4 failed to react to O.T. 
(2 Mantoux and 2 jelly tests), all 4 being proved cases of 
miliary tuberculosis or meningitis. The 74 subjects in 
Group 3 were those members of-a group of 149 young 
adults who gave a positive result on routine tuberculin 
testing. None had any clinical or radiological evidence 
of tuberculosis. Good agreement was obtained in all 
cases between the response to B.C.G. and to O.T., 
given either by the Mantoux or multiple-puncture tech- 
nique. A positive result was obtained with 10 t.u. of 
B.C.G. tuberculin in 567 (97-7%) of the 580 children in 
Group 4 tested by the intradermal route, whereas of 429 
tested similarly with 10 t.u. of O.T. only 277 (646%) 
gave a positive reaction, though all the 151 children 
tested with 100 t.u. of O.T. gave a positive reaction. 
Of the 29 children in this group who were tested with the 
tuberculin jellies, all gave a positive reaction to B.C.G. 
jelly and only 22 to O.T. jelly. 

It is concluded that B.C.G. tuberculin is a reliable 
agent for detecting tuberculin sensitivity, and as it is 
effective in weaker dilutions than O.T. its use minimizes 
the risk of false positive reactions. John M. Talbot 


1051. Tuberculosis Morbidity of Young Men in Relation 
to Tuberculin Sensitivity and Body Build 

C. E. PALMER, S. JABLON, and P.Q. EpwarpDs. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 76, 517-539, Oct., 1957. 2 figs., 22 refs. 


The incidence of active tuberculosis in relation to 
tuberculin sensitivity and body build was studied in some 
69,000 white male recruits, aged 17 to 21 years, admitted 
to the U.S. Naval Training Center, San Diego, between 
1949 and 1951. On entry each recruit was subjected 
to a tuberculin skin test with 5 t.u. of standard P.P.D 
and to radiological examination of the chest, height and 
weight being recorded at the same time. The average 
duration of follow-up was 4 years. 

The annual incidence of active tuberculosis was five 
times higher in men giving a positive reaction initially 
to the tuberculin test (diameter of induration 10 mm. or 
more) than in those giving a negative reaction (less than 
10mm.). Among positive reactors the annual morbidity 
rate averaged 157 per 100,000 compared with an average 
of 29 per 100,000 a year among negative reactors. In 
the latter group the morbidity rate increased from 6 per 
100,000 during the first year to 42 and 43 per 100,000 in 
the third and fourth years respectively; among positive 
reactors the fluctuations in the morbidity rate during 
the first to fourth years were insignificant. It is sug- 
gested that the high incidence among positive reactors 
represented endogenous infection, since the exposure 
risks were about equal for both groups. The morbidity 
rate was four times higher in subjects who were 15% or 
more underweight for their height than in those who were 
overweight. 

No relationship was found between type of body 
build and tuberculous infection. In view of recent 
reports on the need for reducing exposure to ionizing 
radiation to a minimum, the authors question the value 
of radiological examination of subjects giving an un- 
equivocal negative reaction to the tuberculin skin test 
with 5 t.u. of P.P.D. I. Ansell 


1052. Notes on the Tuberculin Test 
W. A. Griep and M. A. BLEIKER. 
(Lond.) 38, 259-267, Aug., 1957. 4 figs., 28 refs. 


Tubercle [Tubercle 


This paper from the National Health Research Coun- 
cil of Holland records the findings in three large-scale 
studies of tuberculin sensitivity in man. The first was 
an investigation of the sensitivity to tuberculin of 1,392 
non-tuberculous persons in the higher age groups (837 
aged 14 to 50 years and 555 aged over 50), who were 
tested with 5 units of purified protein derivative (P.P.D.). 
The authors state that the proportion of subjects with 
reactions of more than 5 mm. in diameter was greatest 
in those between 50 and 60 years of age [but their accom- 
panying figure shows that it was greatest (75-7°%) in the 
age group 41-50, compared with 73-7% in the age group 
51-60] and decreased gradually thereafter. That this 
decrease in sensitivity with increasing age is not due to 
diminished sensitivity of the skin was established by a 
separate investigation in which 361 tuberculous patients 
of all ages from 16 to over 70 years were tuberculin-tested 
and found to be highly sensitive, only 3 of them—and 
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these all under 40 years of age—showing a reaction of 
less than 6 mm. in diameter. 

The second study was undertaken to determine the 
optimum time after testing at which to read a tuberculin 
reaction. For this purpose 181 tuberculous patients 
were tuberculin-tested and the reactions examined by the 
same observer every day for 12 days. Only slight 
changes in the proportion of reactions recorded as 
positive (>6 mm.) were observed after the Ist and up 
to the 4th day, the mean area of induration being greatest 
on the 3rd day. After the 4th day the proportion of 
positive reactions declined, although the decrease was 
not marked until after the 6th day. 

In the third study the results obtained in 617 tuberculin 
tests performed with a syringe furnished with a one-way 
valve were compared with those of tests, carried out on 
the opposite arm, with the usual type of syringe. The 
bi-modal distribution commonly observed in histograms 
based on the distribution according to the diameter of 
the tuberculin reaction was not seen in the results of 
tests given with the valved syringe. It is considered 
possible that such a syringe gives a more accurate result, 
but it has certain practical disadvantages and the authors 
have abandoned its use. T. M. Pollock 
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1053. Intelligence as a Factor Affecting the Diagnosis of 
Pulmonary Tuberculosis 

P. G. ARBLASTER and M. Jessop. British Journal of 
Tuberculosis and Diseases of the Chest [Brit. J. Tuberc.] 
51, 358-366, Oct., 1957. 4 figs., 5 refs. 


The authors, working at Warneford Hospital, Leam- 
ington Spa, Warwickshire, have compared results of 
intelligence tests given to 44 patients with extensive 
tuberculosis at the time of diagnosis with those in 44 
matched patients with minimal initial disease (23 male 
and 21 female pairs). The tests, which were carried out 
after signs of toxaemia had disappeared, were Raven’s 
progressive matrices test (sections A to E only) and the 
Mill Hill synonym selection test, the first of which is 
said to measure native intelligence and the second 
acquired knowledge. 

The matrices test revealed a significant difference 
between the two groups of patients, both males and 
females with minimal lesions scoring more than the 
expected average, whereas all the patients with extensive 
lesions scored less than the expected average. In the 
synonym section test male patients with minimal 
disease achieved the average expected score, while those 
with severe disease scored below the mean; the scores 
of females in both the groups were equal and lower than 
the expected average. The authors argue that the 
differences revealed by the matrices test were ascribable 
to differences in the intelligence of the patients rather 
than to the effects-of tuberculosis, and suggest that 
symptoms are likely to exist for longer in patients of 
lower intelligence before advice is sought. They con- 
clude that present methods of case-finding may need 
revision. L. Capper 
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1054. Return to Work in Respiratory Tuberculosis 
T. W. Davies and J. H. THomas. British Journal of 
Tuberculosis and Diseases of the Chest (Brit. J. Tuberc.] 
51, 349-357, Oct., 1957. 3 refs. 


This paper from the Chest Clinic, Swansea, describes 
the effect of chemotherapy on the duration of the illness 
in patients with pulmonary tuberculosis and on the time 


- taken to return to work after they were considered fit 


to do so. The study was carried out on 313 males aged 
from 16 to 59 with uncomplicated adult-type disease, 
and was divided into two periods, the first from 1945 to 
1947 (157 patients) with follow-up until 1950, and the 
second from 1950 to 1952 (156 patients) with follow-up 
until 1955. Treatment in both groups included bed 
rest, with surgery as required, while chemotherapy in 
the second period took the form of streptomycin, 1 g. 
daily, and 18 g. of PAS daily for 3 months. Criteria of 
fitness for return to work were cavity closure, three 
negative sputum cultures at monthly intervals, absorp- 
tion or hardening of exudative lesions, and absence of 
radiological change for at least 6 months. 

Among patients under 40 there was a marked fall in 
mortality (from 42 to 12%) and an increase in the pro- 
portion at work in the second period. The proportion 
not working was much the same in both periods (23 and 
21°% respectively), but the proportion disabled by active 
tuberculosis was 17% in the first and 12% in the second 
period. In patients over 40 the mortality was again much 
less in the second period (38% compared with 68°), but 
the proportion working rose only slightly (from 25 to 
32%), while the proportion of men not working and of 
those disabled by active disease increased. Among those 
with unilateral lesions the mortality was 21 and 3-5% and 
the proportion at work was 52 and 74°% in the first and 
second periods respectively. Among those with bilateral 
disease there was a similar fall in mortality in the second 
period, but the proportion not working increased, mainly 
among the older patients. More men had returned to 
work within 3 years in the second period, but again the 
improvement was more marked in those under 40. 

In conclusion the authors put forward a number of 
suggestions, of which the chief are that a specific propor- 
tion of the jobs reserved by Act of Parliament for the 
disabled should be allotted to the tuberculous, and that 
less exacting standards should be accepted for super- 
annuation purposes now that modern treatment has 
reduced the formerly high relapse rate in tuberculosis. 


L. Capper 


1055. How Much Rest in Pulmonary Tuberculosis? 
N. WyYNn-WILLIAMS and R. D. Younc. Tubercle 
[Tubercle (Lond.)] 38, 333-339, Oct., 1957. 14 refs. 


In the past few years considerable doubt has been 
felt about the value of prolonged bed rest in the treat- 
ment of pulmonary tuberculosis. In this investigation, 
reported from Bedford General Hospital, the authors 
compared the results in two groups of patients, one 
group (108 patients) being subjected to prolonged bed 
rest (average duration 6-4 months), while of the 103 
patients in the second group (mean duration of bed rest 
one month), 27 remained at work and a further 37 had 
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no bed rest. The groups were essentially comparable 
in respect of age and sex; only patients were included in 
the study in whom the tubercle bacillus had remained 
sensitive to drugs. 

In both groups progress was judged by radiological 
improvement, cavity closure, and sputum conversion. 
At the end of one year there was no significant difference 
between the results in the two groups. These findings 
tend to support the advocates of ambulant treatment, 
and the authors suggest that they warrant a properly 
controlled trial which would help to decide how much 
rest is necessary for successful treatment—a matter of 
some importance to the patient with pulmonary tuber- 
culosis. Paul B. Woolley 


1056. Comparative Efficacy of the Concurrent Use of 
Pyrazinamide and Isoniazid with that of Other Forms of 
Therapy in the Treatment of Pulmonary Tuberculosis 

J. A. ScHwartz. Diseases of the Chest [Dis. Chest] 32, 
455-459, Oct., 1957. 3 refs. 


At the Veterans Administration Hospital, San Fer- 
nando, California, the therapeutic efficacy of a combina- 
tion of pyrazinamide and isoniazid was compared with 
that of other combinations of drugs used in the treatment 
of pulmonary tuberculosis. Patients whose sputum 
contained organisms sensitive to streptomycin were 
allocated at random to four treatment groups: (1) isoni- 
azid 300 mg. with pyrazinamide 3 g. daily (13 patients); 
(2) streptomycin 1 g. twice weekly with PAS 12 g. daily 
(16 patients); (3) streptomycin 1 g. weekly with isoniazid 
300 mg. daily (12); and (4) isoniazid 300 mg. daily with 
PAS 12 g. daily. A further 12 patients (Group 5) whose 


sputum contained organisms resistant to streptomycin 
received isoniazid 300 mg. and pyrazinamide 3 g. daily. 

Sputum conversion occurred more frequently and 
rapidly in Group 1 than in the other groups. Pyrazina- 
mide with isoniazid was less effective bacteriologically 
against streptomycin-resistant than against streptomycin- 


sensitive organisms. Radiological improvement was 
less marked and less rapid with pyrazinamide plus 
isoniazid than with the other combinations of drugs. 
Cessation of treatment because of toxicity was necessary 
only in the patients receiving pyrazinamide and isoniazid; 
complications, which developed in 6 of the patients, 
included hepatitis (2), abnormal liver function (1), 
neuritis (1), nausea (1), and anorexia (1); resistance to 
pyrazinamide developed in one further patient. 
B. Golberg 


1057. The Late Results of Prolonged Miultiple-drug 
Therapy for Pulmonary Tuberculosis 

J. W. RALEIGH. American Review of Tuberculosis and 
Pulmonary “Diseases [Amer. Rev. Tuberc.] 76, 540-558, 
Oct., 1957. 3 figs., 26 refs. 


Over a 5-year period at the Veterans Administration 
Hospital, Sunmount, New York, 550 out of a total of 
794 patients with pulmonary tuberculosis completed a 
course of continuous chemotherapy of at least 8 months’ 
duration, the period of treatment being 45 months in 
some cases, with an average duration over the whole 
series of 15-2 months. Treatment was with combina- 
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tions of streptomycin, PAS, and isoniazid [no details 
given]. Between the 6th and 8th months of treatment 
there was “ reversal of infectiousness”” in 86°% of the 
patients, but 49% still showed radiological evidence of 
cavitation. In patients with closed cavities at 8 months 
the prognosis was good; relapses were few, and in 
almost all cases of relapse there was recovery, the disease 
becoming inactive. No deaths from tuberculosis oc- 
curred in this group. The relapse rate was high in 
patients with persistent cavitation, but was lower (simi- 
lar to that in the “ closed-negative”’ group) in those 
whose cavities were resected than in those not subjected 
to operation. The prognosis was poor in patients with 
persistent cavitation and a positive sputum, the disease 
becoming inactive in only 50%, resection or thoracoplasty 
being necessary. All 27 patients who died from pul- 
monary tuberculosis were in the “ open-cavity ”’ group at 
8 months. 

The author emphasizes the importance of cavity 
closure as a criterion of early therapeutic success and 
the value of surgery in achieving this. I. Ansell 


1058. Ancillary Treatment with Cortisone and Predni- 
solone during the Chemotherapy of Pulmonary Tuber- 
culosis. (Die unterstiitzende Anwendung von Cortison 
und Prednisolon wahrend der _ tuberkulostatischen 
Therapie der Lungentuberkulose) : 
O. BERGSMANN, F. KARLHUBER, and V. KESZTELE. 
Wiener Zeitschrift fiir innere Medizin und ihre Grenz- 
gebiete [Wien. Z. inn. Med.] 38, 257-286, July, 1957. 
26 figs., 29 refs. 


The authors describe their experience of the use of 
hormones in addition to chemotherapy in the treatment 
of pulmonary tuberculosis at the Municipal Hospital, 
Linz. The 46 patients so treated fell into two groups: 
(1) 26 (15 males and 11 females, aged 14 to 67 years) 
received a short-term, low-dosage course, 5 to 15 mg. 
of prednisolone or 25 to 50 mg. of cortisone being given 
daily together with isoniazid and streptomycin for 3 to 
20 days, followed by isoniazid, streptomycin, and PAS 
for up to 4 months; (2) 20 (8 males, 5 females, and 7 of 
unspecified sex, aged 15 to 52 years) received a long-term, 
high-dosage course, 20 to 25 mg. of prednisolone being 
given daily together with isoniazid and streptomycin for 
5 weeks, followed by isoniazid, streptomycin, and PAS 
for up to 3 months. The PAS was given either intra- 
venously or orally. In cases of pleural effusion 3 intra- 
pleural instillations of 50 to 100 mg. of hydrocortisone 
acetate together with 1 to 2 g. of streptomycin were also 
given. The main contraindications to the use of hor- 
mones were alcoholism and old age. No gross side- 
effects of hormone therapy occurred, but after comple- 
tion of the hormone course 4 patients suffered severe 
allergic reactions (3 to PAS and one to isoniazid). 
There was some deterioration in the radiological con- 
dition after the PAS reactions. The authors therefore 
suggest that these drugs should be given only in a hospital 
or clinic under strict medical supervision, and emphasize 
that chemotherapy must always be given as well. 

Low-dosage therapy was found to be of value particu- 
larly in cases of the exudative type of disease (thin-walled 
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cavities, infiltrations, and haemoptysis), radiological 
improvement being apparent in 1 to 2 weeks. The over- 
all results with high-dosage therapy were also good, the 
period of incapacitation being less and the residual 
findings being better than in cases treated with anti- 
tuberculous drugs alone. The authors are confident 
that these good results will be substantiated when the 
cases have been followed up for a few years. 

[Although the initial results in this series seem good, 
the duration of the course of chemotherapy given was 
too short, which might well lead to relapse.] 

I. M. Librach 


1059. The Rising Incidence of Isoniazid Resistance: Its 
Clinical Significance 


J. Reiss and S. M. TownsenpD. Diseases of the Chest 


‘Dis. Chest] 32, 274-279, Sept., 1957. 6 figs., 9 refs. 


Of 322 patients admitted consecutively to the Veterans 
Administration Hospital, Coral Gables, Florida, the 
sputum of 133 gave a positive culture of tubercle bacilli 
from more than one specimen. Of the strains isolated 
‘rom these initial specimens, 33 (10°%) were resistant to 
soniazid in a concentration of 5 wg. per ml:., although 
aone of these patients had been treated with the drug. 
'n 16 cases the disease was newly discovered, and in 15 
of these the sputum became negative on culture and the 
disease was arrested after treatment with isoniazid despite 
he initial finding of resistance. The other 17 patients 
jad chronic cavitary disease of 5 to 25 years’ duration, 
and in only 8 of these did the sputum become negative 
on culture. 

The authors cite experimental evidence suggesting 
that emergence of resistance of the tubercle bacillus to 
‘soniazid is accompanied by an attentuation of its patho- 
senicity in guinea-pigs, and postulate that the same pro- 
cess may occur in human beings. They suggest that 
this may give the host an opportunity to counteract his 
infection, and that “‘ isoniazid resistance may not have 
the fearful connotation connected with resistance to 
streptomycin and para-aminosalicylic acid ”’. 

[This is a most dangerous philosophy and is to be con- 
demned. Its acceptance would certainly lead to the 
spread of disease initially caused by isoniazid-resistant 
organisms.] ° Kenneth M. A. Perry 


1060. A Clinical Study ef 200 Tuberculous Round Foci 
G. Beven and H. Cum. Tubercle [Tubercle (Lond.)] 
38, 316-322, Oct., 1957. 14 refs. 


Between 1953 and 1955 155 patients attending the 
Ealing Chest Clinic, London, were shown radiologically 
to have a rounded tuberculous focus in the lung at least 
10 mm. in diameter. Two or more such foci were 
present in 37 cases, and many of the patients also had 
infiltration elsewhere in the lungs; the diagnosis of 
tuberculosis was confirmed bacteriologically in 56% of 
the series. 

Out of a total of some 200 foci, 143 were observed 
for 3 years and 95 for up to 5 years. This showed that 
deterioration, defined as enlargement, cavitation, or 
spread of the disease round the focus, occurred in 56% 
of foci within 6 years and in 45% within the first 2 years. 
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Of those showing deterioration this occurred in over 
half in the first year. Double or multiple foci did not 
appear to be more susceptible than single lesions, but 
large foci had a greater tendency to break down in the 
first year of observation than small ones. The induction 
of pneumothorax or pneumoperitoneum appeared to 
produce little therapeutic benefit. A notable observa- 
tion in this study was the degree of chronicity of these 
lesions, some of them changing size 6 years after their 
first appearance. Under conservative treatment or with 
short courses of antituberculous chemotherapy 81 and 
86% of the foci were quiescent at 3 and 5 years respec- 
tively, and the authors suggest that probably surgery is 
required only for the larger foci. Paul B. Woolley 


1061. Pathogenesis and Treatment of Pulmonary Ten- 
sion Cavities 

B. J. SANDLER. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.) 76, 370-387, 
Sept., 1957. 9 refs. 


The author reviews briefly the literature concerning the 
pathogenesis and treatment of tension cavities in pul- 
monary tuberculosis. He records and discusses 6 case 
histories from the Veterans Administration Hospital, 
Oteen, North Carolina, to illustrate how quickly tension 
may develop in a cavity when a check-valve mechanism 
is produced in the draining bronchus by endobronchial 
inflammation or distortion, or a combination of these. 

Arthur Willcox 


1062. Hepatic Derangement in Pulmonary Tuberculosis 
L. R. Sarin, K. C. SAMUEL, and R. K. BHARGAVA. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 76, 410-425, Sept., 1957. 11 figs., 
15 refs. : 


Abnormal liver function has often been observed in 
patients with pulmonary tuberculosis. In this paper 
from Sawai Man Singh Medical College and Hospital, 
Jaipur, India, a study is reported of 91 cases of pulmonary 
tuberculosis, 3 of miliary tuberculosis, one of pulmonary 
infiltration with pleural effusion, 4 of pleural effusion 
only, and one of diffuse reticulation in both lung fields 
in which liver function tests and liver biopsy were carried 
out. In 80 cases the sputum on microscopical examina- 
tion was positive for acid-fast bacilli; in 8 others 
lymph-node biopsies [not further specified] gave positive 
cultures, and in 2 sputum cultures were positive. In 
the remaining 10 cases tuberculosis was not diagnosed 
bacteriologically. 

The results of liver function tests were moderately or 
markedly abnormal in 31 of the 100 patients. The 
morphological changes in the liver included epithelioid- 
cell tubercles with or without giant cells, caseation, or 
both, in 15 cases, one of which showed a tuberculoma. 
The liver was enlarged in 3 of the 15 cases, and hepatic 
function was moderately or markedly disturbed in 8. 
Fatty infiltration was seen in 27 cases and focal necrosis 
in 47; the authors attribute this change to the toxicity of 
the tuberculosis in association respectively with mal- 
nutrition and intestinal infection. 

Kenneth M. A. Perry 
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1063. Treatment of Non-gonococcal Urethritis from the 
Point of View of Cost and Efficiency 

G. Jevinek. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.] 33, 156-157, Sept., 1957. 4 refs. 


In this short paper from St. Bartholomew’s Hospital, 
London, the treatment of non-gonococcal urethritis is 
discussed, particularly from the point of view of cost. 
A series of 340 patients suffering from non-gonococcal 
urethritis were divided into 5 treatment groups, which 
were given “‘ sulphatriad ’’, streptomycin, streptomycin 
with sulphatriad, tetracycline, and oxytetracycline 
respectively. The patients were observed for 3 months, 
and then considered cured if there were no symptoms 
and the results of serological tests for syphilis were 
negative. The best results were obtained in the 2 
groups treated respectively with streptomycin plus 
sulphatriad and oxytetracycline. 

The author points out that the results in all 5 groups 
were not dissimilar, but the cost of treatment with a 
combination of streptomycin and sulphatriad was but a 
fraction of the cost of treatment with the tetracyclines. 

Leslie Watt 
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1064. Contributions to the Immunobiological Diagnosis 
of Neurosyphilis. I. Agglutinating Antibodies in the Cere- 
brospinal Fluid. (Beitrage zur immunbiologischen Diag- 
nostik der Neurolues. I. Agglutinierende Antikérper 
im Liquor cerebrospinalis) 

H. Hieptus, I. Kunz, and S. Wenpe. Arztliche Wochen- 
schrift [Artzl. Wschr.] 12, 1051-1055, Nov. 22, 1957. 
18 refs. 


From the Psychiatric and Neurological Clinic of the 
Free University of Berlin the authors report the applica- 
tion of a treponemal agglutination reaction to 859 speci- 
mens of cerebrospinal fluid (C.S.F.), 59 of which were 
obtained from patients with neurosyphilis and 796 from 
patients without neurosyphilis, while in 4 cases a firm 
diagnosis was not possible. The agglutination reaction 
used was that described by Roemer and Schlipk6éter 
(Dtsch. med. Wschr., 1953, 78, 345; Z. Hyg. Infekt.-Kr., 
1955, 140, 528) and the antigen used was a formalin- 
conserved suspension of Reiter’s treponeme. Briefly, 
the technique consists in mixing 0-4 ml. of C.S.F. with 
2 drops of the antigen. After energetic shaking the 
tubes are incubated at 37° C. for 3 hours and then kept 
until the next day at room temperature. Control tubes 
are made up with normal saline in place of C.S.F. 
Quantitative reactions were not performed, but a number 
of serological tests, including both complement-fixation 
and flocculation reactions, were carried out for 
comparison. 

Of the 59 specimens from patients with neurosyphilis, 
agglutinating antibodies were demonstrated in 33 (56%), 
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the reaction being negative in 26 (44%). With 15 
(1-8°%) of the 796 specimens from non-syphilitic patients 
** non-specific ” positive reactions were obtained. [The 
authors use the term biological false positive reaction in 
an unorthodox way throughout the text.] 

It is concluded that the specificity and sensitivity of the 
treponemal agglutination reaction with C.S.F. are not 
such as to permit of its use alone in the diagnosis of neuro- 
syphilis. However, it is suggested that it has a place 
ae other, already established, serological tests. 

R. D. Catterall 


1065. Treponemal Antigens in the Diagnosis of Syphilis. 
(Les antigénes tréponémiques dans le diagnostic de la 
syphilis) 

F. BENAZET, M. M. PEILLARD, H. Brottes, G. LARTIGAU, 
and A. Layous. Revue d’hygiéne et de médecine sociale 
[Rev. Hyg. Méd. soc.] 5, 515-543, Sept., 1957. 6 figs., 
bibliography. 


This report from the Desgenettes Military Hospital, 
Lyons, evaluates the results of complement-fixation tests 
for syphilis performed with either a suspension of the 
Reiter treponeme (Pallignost) or a protein extract of this 
treponeme as antigen; in both cases the Kolmer tech- 
nique was used. Reactions with the protein antigen 
were incubated in the cold, but this was found to give 
an unduly high proportion of positive results with the 
Pallignost antigen; this difficulty could be overcome by 
incubation, limited to one hour, at 37° C. instead of in 
the cold. It was noted that zone reactions were com- 
mon with the protein antigen. A number of the usual 
tests for syphilis were also performed, a total of 1,969 
sera from patients whose clinical status was known 
being examined, not all of them, however, by the whole 
range of tests. Cases were classified ‘as “* syphilitic” if 
the treponemal immobilization (T.P.I.) reaction was 
positive or had previously been positive, if there were 
indubitable clinical signs or a history of syphilis, or, in 
latent cases, if the standard tests for syphilis (S.T.S.) 
repeatedly gave a positive result. 

The test using the Pallignost antigen was found to be 
more sensitive than either the S.T.S. or the T.P.I. test 
with sera which were classified as syphilitic, but that using 
the protein extract as antigen was considerably less 
sensitive than any of the other types of test in these 
cases. The authors [rightly] point out the fallacy of 
comparing the ey of tests which detect different 
antibodies. 

In specificity the tests with the treponemal antigens 
compared favourably with the S.T.S. The test with 
Pallignost antigen gave non-specific reactions in 3% of 
tests on 997 non-syphilitic sera, the test with protein- 
extract antigen in 0-6°% of 751 sera, while the S.T.S. gave 
non-specific results in 11:6°%% of 1,447 sera tested, an 
alarmingly high figure; these were mainly results of the 
Kahn test. The majority of non-specific results with the 
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treponemal antigens were found in sera from patients with 
conditions known to be associated with transient false 
positive reactions, although some were found in appar- 
ently healthy individuals. 

For diagnostic purposes the authors recommend the 
combined use of a complement-fixation test and a floccu- 
‘ation test, using cardiolipin antigens together with a 
complement-fixation test using the treponemal-suspension 
intigen. When the two types of test are in agreement 
‘here is, in their opinion, little chance of error; when 
he tests give discrepant results recourse should be had 
o the T.P.I. test. They consider, however, that not 
enough is yet known about the behaviour of the test 
with treponemal suspension in treated cases for it to be 
ised as a guide to the adequacy of treatment. 

A. E. Wilkinson 


066. The Use of Soluble Treponemal Protein Antigen 

.. a Haemagglutination Reaction. (Impiego dell’antigene 

‘reponemico proteico solubile (ATPS) in una reazione di 

‘moagglutinazione) 

LAMEDICA and L. Ropert. Jgiene moderna [Igiene 
10d.) 50, 345-358, May-June [received Nov. 1957. 
6 refs. 


Of the four antigens isolated from Reiter’s treponeme, 
‘ire soluble protein antigen is the most specific, the 
corresponding antibody appearing in the blood soon after 
(1e primary infection and reaching its maximum titre 
curing the secondary stage. From the Institute of 
Hygiene of the University of Genoa the authors describe 
a haemagglutination reaction in which this antigen, 
adsorbed on to tanned sheep erythrocytes, is used. The 
specificity of such a reaction was demonstrated by 
repeated absorption of serum from a rabbit sensitized 
with soluble protein antigen and by a sattemmanned 
inhibition test. 

A total of 274 sera from treated cases of syphilis were 
subjected to the Kolmer complement-deviation test with 
cardiolipin antigen, the V.D.R.L. micro-flocculation test 
with cardiolipin antigen, the Kolmer test with soluble 
protein antigen, and the authors’ haemagglutination test. 
The results fell into four groups. (1) Negative results 
were obtained with 207 sera in the first three tests, but 
17 (8-24°%) of the 207 gave positive haemagglutination, 
often only at the highest dilution of serum. The presence 
of an incomplete antibody in the lower dilutions of serum 
might well have accounted for this phenomenon, but a 
Coombs test on the cells in these dilutions gave an incon- 
clusive result. The presence of an agglutination-in- 
hibiting factor in the serum which became ineffective in 
high dilution is another possible explanation, but most 
probably the reaction was non-specific. (2) Of 19 sera 
giving a positive reaction to the Kolmer-cardiolipin and 
V.D.R.L. tests, but a negative reaction to the Kolmer 
test with soluble protein antigen, 3 gave a positive 
haemagglutination reaction; these were all from long- 
treated cases of syphilis. (3) Of 34 sera giving a positive 
reaction to the first three tests, 5 gave a negative haemag- 
glutination reaction—probably because the haemagglu- 
tination test is less sensitive than the complement-fixation 
techniques. (4) Of 14 sera giving a negative reaction to 


‘ the two tests with cardiolipin and a positive reaction to 
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the Kolmer test with soluble protein antigen, 3 gave a 
negative haemagglutination reaction. 

The results in these four groups were subjected to 
variance analysis and the differences found to be statistic- 
ally significant. In 28 cases—about 10% of the total— 
the results of the standard and haemagglutination tests 
disagreed. The authors argue that the series was very 
small, and that possibly more highly purified antigens 
may give fewer false positive agglutination reactions. 
Work is in progress which, they hope, will define more 
—_ the limits of the technique outlined here. 

F. Hillman 


1067. The Snecificity .of the Skin Reaction and Its 
Prophylactic Significance in the Diagnosis of Syphilis. 
(Zur Spezifitat der Kutanreaktion und ihre prophylak- 
tische Bedeutung fiir die Luesdiagnose) 

A. ROTTMANN. Internationales Journal fiir prophylak- 
tische Medizin und Sozialhygiene [Int. J. proph. Med. 
(Stuttgart)] 1, 56-61, July 31, 1957. 4 refs. 


The author argues that the incidence of late manifesta- 
tions of syphilis is increasing, but that in many cases 
these manifestations are masked and are difficult to 
diagnose. He restates his concept of ‘‘ focal syphilis ”’, 
in which the viscera, the nervous system, and the blood 
vessels are said to be principally attacked, and points 
out that the diagnosis is often missed in such cases. = 
his experience (in Vienna) skin tests with “‘ luotest ”’, 
extract of syphilitic rabbit testes, is of great value in ‘the 
diagnosis of such cases. 

A mixed group of 45 patients was subjected to mained 
cutaneous testing. In those with syphilis the cutaneous 
reaction often became positive within a few hours or 
days of the initial inoculation. In some cases in which 
serological reactions for syphilis were negative before 
testing there was a change to a positive reaction after the 
skin tests. In non-syphilitic patients repeated skin 
testing failed to produce positive reactions. In success- 
fully treated cases which had become seronegative the 
cutaneous reaction was always negative. The author 
goes on to describe experiments which indicated that 
the active component of the antigen used consists of an 
extract of the body of the spirochaete, together with a 
lipid. Positive reactions due to sensitization to rabbit 
testicular protein are considered to be unlikely. The 
author recommends this cutaneous test as a diagnostic 
method with wide application in clinical medicine. 

[See comment on Abstract 1068.] R. D. Catterall 


1068. Results of Investigations with the Luotest in Asia. 
(Bericht iiber Untersuchungsergebnisse mit Luotest in 
Asien) 

W. Grittmayr. Internationales Journal fiir prophylak- 
tische Medizin und Sozialhygiene [Int. J. proph. Med. 
(Stuttgart)] 1, 61-62, July 31, 1957. 2 figs. 


At the General Hospital, Colombo, Ceylon, the author, 
greatly influenced by Rottmann’s theories of “ focal 
syphilis ’” and his use of intradermal tests as a means of 
diagnosing this rather obscure type of syphilis, has 
applied the skin test with “‘ luotest ” to a large number 
of patients. The results are presented in tabular-form. 
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A special clinic called the “ Island Clinic’ has been set 
up and is attended by 150 to 200 patients a day. The 
author has coined the term “ island disease ”’ for the 
focal syphilis which he describes. He states that its 
clinical manifestations are often mistaken for hysteria 
and that mental symptoms resembling those of schizo- 
phrenia are frequent. 

_ [Rottmann’s theories of “ focal syphilis” (Herdlues) 
are not generally accepted in Great Britain or the U.S.A., 
where cutaneous tests alone are not considered to be 
reliable in the diagnosis of syphilis.] 

R. D. Catterall 


1069. The Action of Various Antibiotics on Reiter’s Tre- 
poneme. A Test for the Possible Activity of these Anti- 
biotics in Syphilis. (Action de divers antibiotiques sur 
le tréponéme de Reiter. Test d’activité possible de ces 
antibiotiques dans la syphilis) 

S. MUTERMILCH and S. GéRARD. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 93, 435-449, Oct., 1957. 
1 fig., 34 refs. 


Experimental assessment of the activity of therapeutic 
agents against Treponema pallidum may be carried out 
in vivo in man or in animals, but in the former the method 
is ethically unjustifiable and in the latter the procedure 
is lengthy and arduous. Alternatively, tests in vitro may 
be carried out on Reiter’s treponeme, which is easy to 
culture and is antigenically similar to T. pallidum. Such 
sensitivity tests have been carried out by the authors in 
Brewer’s medium, with added horse serum, containing 
doubling dilutions of a number of different antibiotics, 
large inocula of Reiter’s treponemes and of suitable 
control organisms being used. 

The results in each case are given in detail and may be 
summarized as follows. 


r 
| Minimum Bacterio- 
ontro r mil. medium 
Antibiotic Organism 
eiter’s 
Treponeme Control 
I. Penicillin — Staphylococcus | 0-3 unit | 0-3 unit 
Erythromycin a 0-37 pg. | 0-75 peg. 
Carbomycin 0-37 pg. | 3-1 pe. 
Oxytetracycline 0-6 pg. 1-25 peg. 
Tetracycline pes 1-5 pg. 3 pg. 
Spiramycin 3-1 pg. 1-5 pg. 
hloramphenicol| Proteus vulgaris | 25 yg. 25 pe. 
Aureomycin Escherichia coli | 25 pg. 50 pg. 
Bacitracin Staphylococcus |\ 12-5 units 6-25 units 
II. Streptomycin Staphylococcus |>1,000 pg.| 25 pg. 
**Soframycin’’ | Pseudomonas 
aeruginosa >800 25 peg. 
Viomycin Staphylococcus >800 12-5 yg. 
Polymyxin B Ps. aeruginosa |\>1,000 pg.) 10 pg. 
Neomycin Staphylococcus | >400 pg.) 0-37 pg. 
Tyrothricin Bacillus subtilis | >400 pg.| 400 pg. 


It was not possible to produce a penicillin-resistant 
strain of Reiter’s treponeme. No claim has been made 
in the literature that any of the antibiotics in Group II 


is effective against 7. pallidum in vivo, but references are 
cited to reports of the efficacy against syphilis of most of 
those in Group I. One exception is spiramycin, which 
does not appear to have been used in the treatment. of 
syphilis in man or experimental animals. The authors 
therefore gave a rabbit, infected by intratesticular injec- 
tion with Nichol’s strain of 7. pallidum, 3 subcutaneous 
doses of 100 mg. of spiramycin per kg. body weight; 
there was complete disappearance of the treponemes 
from the fourth day after the completion of treatment, 
followed by complete resorption of the testicular lesion 
by the 8th day. Bacitracin also has not been used in 
human cases and, contrary to the authors’ experience, 
streptomycin in very large doses has been reported as 
having some anti-treponemal activity in vitro. 
F. Hillman 


1070. Experience of the Nelson Test at the Skin Clinic 
of the Johannes Gutenberg University, Mainz. (Erfah- 
rungen mit dem Nelson-Test an der Hautklinik der 
Johannes-Gutenberg-Universitat Mainz) 

R. BARNISKE. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten [Z. Haut- u. Geschl.-Kr.] 23, 290-302, 
Nov. 15, 1957. 2 figs., 21 refs. 


The results obtained with the treponemal immobiliza- 
tion (T.P.I.) test of Nelson and Mayer, which has been 
in use for the last 3 years at the Johannes Gutenberg 
University Skin Clinic, Mainz, are reported. In un- 
treated cases of early syphilis the result of the T-.P.I. 
test becomes positive somewhat later than those of the 
standard tests for syphilis (S.T.S.). If the patient 
remains untreated the T.P.I. test result apparently con- 
tinues to be positive throughout life, whereas the S.T.S. 
reactions may become negative. The S.T.S. gave non- 
specific positive reactions in about 45°% of sera from a 
group of 220 patients suspected of having latent syphilis; 
on the other hand 8 patients who gave a negative 
reaction to the S.T.S. gave a positive T.P.I. reaction 
and are described as suffering from “* latent seronegative 
syphilis’. A number of illustrative case histories are 
presented. 

Reversal of the T.P.I. test result after treatment in 
cases of early syphilis occurred later than with the S.T.S. 
Such reversal is thus suggestive of cure, but the persistence 
of a positive T.P.I. test result after intensive treatment 
need not always necessitate further treatment. In the 
author’s opinion the main use of the T.P.I. test is not to 
replace the standard reactions in routine clinical practice, 
but ‘to detect non-specific positive and false negative 
results given by these tests. 

[The diagnosis of asymptomatic syphilis depended in 
some of the author’s cases solely on the presence of a 
positive T.P.I. test result and was incapable of further 
corroboration.] G. W. Csonka 


1071. The Treponema pallidum Agglutination Test for 
Syphilis: with Special Reference to Antigen Preparation 
R. M. Can. Japanese Journal of Experimental Medicine 
[Jap. J. exp. Med.} 27, 289-316, Oct., 1957. 17 refs. 
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Tropical Medicine 


1072. Degenerative Disease of the Central Nervous Sys- 
tem in New Guinea. The Endemic Occurrence of “‘ Kuru ”’ 
in the Native Population 

D. C. GaspuseK and V. ZiGas. New England Journal of 
Medicine [New Engl. J. Med.] 257, 974-978, Nov. 14, 
1957. 4 figs., 6 refs. 


The authors present a comprehensive account of 
“‘ kuru ”’, a new disease resembling Parkinsonism, based 
on 114 cases observed among the natives of the recently 
opened-up highlands of New Guinea. Clinically, the 
disease is characterized by the insidious onset of ataxia 
and the development of a fine tremor. A Parkinsonian 
syndrome gradually evolves, with mask-like facies, 
tremor, dysarthria, and general weakness. Later a 
characteristic emotional lability develops, manifested in 
some cases by excessive laughter. There are no changes 
in sensation or in the reflexes. The disease runs a fatal 
course within 2 years, and often within 3 to 6 months; 
it is doubtful whether there have been any authentic 
cases of remission or cure. The end is marked by 
increasing dementia, incontinence, bedsores, and ter- 
minal bronchopneumonia. The onset of the disease is 
always after the age of 4 years. Up to puberty the sex 
incidence is about equal, but later it is much higher in 
females, the female:male ratio in adults being 14 to 1. 
Of the 114 cases observed, 60°% were in adults. 

Laboratory investigations showed no abnormalities in 
the blood, urine, or cerebrospinal fluid. The results of 
liver function tests were normal, and the blood levels of 
copper and other trace metals were about normal. The 
erythrocyte sedimentation rate was variable; when it 
was high there was no intercurrent disease to account for 
the increase. Post-mortem examination in 8 cases 
revealed no gross abnormalities in the brain, meninges, 
or liver, but preliminary histological examination of the 
central nervous system revealed widespread neuronal 
degeneration, the cerebellum and extrapyramidal system 
being most affected. Attempts to isolate a virus from 
samples of brain, blood, and cerebrospinal fluid sent to 
Melbourne for examination have so far been unsuccessful. 
Salicylates, antibiotics, corticosteroids, vitamins, and 
re cat | have all been tried in treatment without 
avail. 

Geographically, the distribution of the disease is prac- 
tically confined to an isolated community living 5,000 to 
7,000 feet (1,520 to 2,130 m.) above sea level in the 
eastern highlands of New Guinea. It is predominantly 
a disease of the Fore people, who are closely intermarried, 
but a few cases have been found in neighbouring regions. 
The Fore population is about 10,000 and close question- 
ing has elicited a history of some 300 deaths from kuru 
among them in the past 5 years. A few cases seem to 
have occurred before Europeans entered the region. 
There is a family history of kuru among close relatives 


- of the patient in about half the known cases. The 


authors consider that most probably some genetic fac- 
tor is involved in the aetiology of the disease; so far 
they have discovered no evidence of toxic or infective 
factors, or of any constant history of an acute antecedent 
illness. William Hughes 


1073. Folic Acid Absorption, Excretion, and Leukocyte 
Concentration in Tropical Sprue 

C. E. ButrerwortH, H. NADEL, E. PerREz-SANTIAGO, 
R. SANTINI, and F, H. GARDNER. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 50, 673-681, 
Nov., 1957. 4 figs., 18 refs. 


At the U.S. Army Tropical Research Laboratory, San 
Juan, Puerto Rico, determination of the urinary excretion 
of folic acid after the administration of 5 mg. of this 
vitamin either orally or intravenously to 18 patients with 
tropical sprue in relapse showed that the amount excreted 
was significantly lower than that in 35 healthy subjects 
and 38 patients with treated sprue, the level of excretion 
in the last two groups being virtually the same. In 
the patients in relapse excretion following oral administra- 
tion of the acid was much lower 'than that following 
intravenous administration, indicating that the major 
defect in tropical sprue is in the absorption of folic acid 
and that tissue levels are only mildly depleted. 

Improvement in folic acid absorption following treat- 
ment with the acid for several months was shown by 
the results of serial estimations of its excretion in 4 
patients; after treatment excretion was greater on oral 
administration of the vitamin. Determination of the 
serum and leucocyte levels of folic acid after its oral 
and intravenous. administration revealed no difference 
in these levels between normal subjects and patients with 
sprue in remission, from which it is concluded that there 
is no permanent defect of absorption of folic acid in 
such patients. No evidence was found of the excretion 
of substances which inhibit the growth of Streptococcus 
faecalis, the test organism for folic acid assay, in the 
urine of patients with sprue in relapse. 

F. W. Chattaway 


1074. Veno-occlusive Disease of the Liver and Indian 
Childhood Cirrhosis 

D. B. Jecurre, G. Bras, and K.L. MUKHERJEE. Archives 
of Disease in Childhood {Arch. Dis. Childh.] 32, 369-385, 
Oct., 1957. 14 figs., bibliography. 

The clinical picture and morbid anatomy of veno- 
occlusive disease of the liver, as described by Jelliffe 
et al. (Ann. trop. Med. Parasit., 1954, 48, 386; Abstr. 
Wld Med., 1955, 18, 118), are compared with those of a 
similar condition in Indian children on the basis of 15 
cases seen in Calcutta. The authors use the non- 
committal term “‘ Indian childhood cirrhosis ” (I.C.C.) 
to describe the latter. 
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Veno-occlusive disease occurs in Jamaica most com- 
monly amongst the lowest socio-economic classes, with 
an acute onset mainly in children of 18 months to 3 years 
of age. Clinically, there are three ill-defined, often over- 
lapping stages: (1) acute hepatomegaly,, often with 
ascites and frequently subsiding in a few weeks; (2) sub- 
acute, with persistent, firm hepatomegaly; and (3) 
chronic, with well developed cirrhosis. The initial lesion 
is a thickening of the hepatic venous wall with secondary 
centrilobular congestion. The disease is probably due 
to the widespread habit of drinking “‘ bush tea’ made 
from various herbs, the toxic agent being an alkaloid of 
senecio. 

I.C.C. occurs in slightly older children, the ages in the 
authors’ series ranging from 11 months to 8 years 10 
months. There was no family history of the disease and 
the sexes were affected approximately equally. The 
patients’ diet consisted mainly of milk with added carbo- 
hydrate of various types, and the parents were from a 
low, but not the lowest, socio-economic class. In 40% 
of cases there was a history of previous herbal treatment. 
The onset was insidious and a hard hepatomegaly was 
present in all cases when first seen, while various con- 
comitants of cirrhosis, such as ascites, were present in 
the majority. In 6 instances histological examination of 
the liver was performed (4 by biopsy, 2 at necropsy), and 
in all there was fibrosis especially related to the hepatic 
veins. Examination of the liver in other cases of I.C.C. 
reported in the literature has sometimes shown definite 
thickening of the walls, and even obliteration of the 
lumen, of the hepatic veins, though the majority of such 
reports have stressed the presence of parenchymal 
damage. 

The authors suggest that many of the previous descrip- 
tions of the morbid histology of I.C.C. have been 
inaccurate, and that hepatic venous lesions may be com- 
mon. They suggest that the two conditions may 
possibly have the same fundamental aetiology despite 
the differences in clinical picture—notably the lack of an 
acute episode in I.C.C. W. H. Horner Andrews 


1075. Effect of B.C.G. Vaccination, Lepromin Testing 
and Natural Causes in Inducing Reactivity to Lepromin 
and to Tuberculin 

J. A. Doutt, R. S. Guinto, and M. C. MABALAy. 
International Journal of Leprosy [Int. J. Leprosy] 25, 
13-38, Jan.—March [received Dec.], 1957. 2 figs., 17 
refs. 


When individuals are tested with lepromin, then vac- 
cinated with B.C.G., and again tested with lepromin it 
is generally found that many who were originally lepro- 
min-negative have become lepromin-positive. It is not 
known how far this conversion may be due to (1) the 
effect of vaccination with B.C.G., (2) the effect of the 
initial lepromin test, or (3) natural causes. 

In an.attempt to determine the relative importance of 
these three factors a study was carried out at the American 
Leprosy Foundation, Mactan Island, Philippines, on 483 
healthy children aged 6 to 35 months who had not been 
exposed to leprosy or tuberculosis, of whom 87 served 
as basic controls and 396 were tested with lepromin and 


tuberculin (P.P.D.). Of the latter group, 5 gave a posi- 
tive reaction to both tests, 87 to lepromin only, 4 to tuber- 
culin only, and 300 showed no reaction. Of the negative 
reactors, 156 were then given B.C.G. vaccination and 144 
diphtheria toxoid or saline as a control, and 90 to 100 
days later (143 days after the initial lepromin test) all the 
children were tested with lepromin and tuberculin once 
more. This showed that of the 156 given B.C.G., 71% 
gave a positive Mitsuda reaction, 33°% a positive Fer- 
nandez reaction, and 59 a positive tuberculin reaction, 
the corresponding proportions in the control group 
being 27, 10-4, and 7°% respectively. The conversion in 
the control group is presumed to have been due to the 
combined effects of natural causes and the first lepromin 
test. Accordingly, subtracting the proportions of posi- 
tive reactions in this group from those in the B.C.G.- 
vaccinated group the differences, namely, 44, 22, and 52% 
respectively, are assumed to show the real effect of B.C.G. 
The number of conversions due to natural causes was 
calculated from the observations made on the 87 children 
set aside as basic controls, who were given only the last 
lepromin and tuberculin tests. The final estimates for 
the proportions of children becoming reactive from all 
causes were as follows. 


Reactive: Mitsuda | Fernandez| Tuberculin 
From natural causes 11:5%' 8-2% 3-4% 
From Ist lepromin test 783% 
From B.C.G. vaccina- | © 
tion 33-4% 17:9% 39-5% 


[This is a careful but involved study, and those 
interested should consult the original paper.] 
F. Hawking 


1076. Significance of the Relationship between the Lepro- 
min and Tuberculin Reactions in Leprosy Contacts. 
Leprosy Infection; Leprosy Disease; Primary Complex 
N. Souza Campos, J. ROsEMBERG, and J. N. AUN. 
International Journal of Leprosy [Int. J. Leprosy] 25, 
38-48, Jan.—March [received Dec.], 1957. 


The authors compare the two diseases tuberculosis and 
leprosy and discuss the relationship between the lepromin 
and tuberculin reactions and its significance. In both 
conditions there may be infection with manifestations of 
the disease or infection without such signs. A positive 
tuberculin reaction indicates that tuberculous infection 
has occurred, but does not show whether immuno- 
logical resistance has developed. A positive resistance 
to leprosy may be due to (1) infection with the leprosy 
bacilli, or (2) cross-resistance from infection with tubercle 
bacilli (or ? other mycobacteria); a negative lepromin 
reaction indicates either absence of contact with leprosy 
(or tuberculosis), or infection with leprosy without any 
resistance. 

These concepts are illustrated by the findings in a group 
of children aged 0 to 14 years who were living in pre- 
ventoria in Brazil and who had been in contact with 
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leprous parents. (1) Of 108 lepromin-positive but 
tuberculin-negative children, 28 had leprosy of a benign 
type and 80 had no symptoms (but presumably had latent 
or abortive infection); this is a common finding and the 
disease (if it occurs) is benign. (2) Of 73 lepromin- 
negative children, 21 had lesions of indeterminate form 
and 52 had no apparent lesions; in the authors’ view 
these children should be given B.C.G. vaccination and 
also sulphone treatment. These results are compared 
with those in children who had contact with tuberculosis 
but not with leprosy. Of 29 such children, 26 (90%) 
gave a positive Mitsuda reaction, while of 73 similar 
children vaccinated with B.C.G., 72 (98-6%%) gave a posi- 
tive Mitsuda reaction. 

With children who have been in contact with both 
leprosy and tuberculosis, if the lepromin and tuberculin 
reactions are both negative the case may be considered 
as one of leprosy infection without resistance and liable 
10 develop clinical manifestations. If, however, the 
‘epromin reaction is negative and the tuberculin reaction 
positive the case should be considered as latent leprosy, 
with a poor prognosis if clinical manifestations develop; 
of 31 such children, 8 showed indeterminate or lepro- 
matous lesions. Such children should be given B.C.G. 
and, if they have symptoms, a sulphone as well. If the 
‘epromin and tuberculin reactions are both positive the 
‘rognosis is good; of 283 cases of this type, 239 had no 
‘esions and 44 had tuberculoid lesions. §F. Hawking 


‘077. A Study on the Infectivity of Patients to Mos- 
quitoes in the Early Stages of Primary Plasmodium vivax 
Malaria (Madagascar Strain) 

P. G. SHuTE and M. Maryon. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
roy. Soc. trop. Med. Hyg.] 51, 403-410, Sept., 1957. 
5 refs. 


Writing from the M.R.C. Malaria Reference Labora- 
tory, Epsom, Surrey, the authors first describe their 
extensive experience (over 30 years) in the infection of 
mosquitoes with Plasmodium vivax for the induction of 
malaria therapy. Since 1925 over 120,000 mosquitoes 
have been infected and malaria has been induced in over 
9,900 patients. In a primary attack of malaria gameto- 
cytes first appear in thin blood films about the 6th day 
of parasitaemia and thereafter increase in number till 
about the 13th day, but become very rare by about the 
18th day. The present investigation was carried out on 
54 patients who were receiving treatment with P. vivax 
malaria. 

Batches of 100 mosquitoes were allowed to feed on the 
patients every day, beginning when fever began or para- 
sitaemia was first discovered; on the 7th day after feeding 
40 mosquitoes of each batch were examined for odcysts. 
The incubation period (to first appearance of fever and 
parasites) varied from 9 to 18 days inclusive, and male 
gametocytes were first found in thick films between 15 
and 21 days after infection; the patients became infective 
to mosquitoes on the 13th to the 20th day, from 5 to 
100% of the mosquitoes becoming infected, usually with 


’ light infections. In 32 cases the mosquitoes were in- 


fected before gametocytes were found in the patient’s 
blood films, while a further 22 patients infected mos- 
quitoes on the first day on which male gametocytes were 
found. 

An interesting observation was that in most cases 
in this series the longer the incubation period, the 
earlier the mosquitoes became infected. It is recom- 


‘mended that in carrying out schemes to control or eradi- 


cate malaria drugs capable of destroying gametocytes 
should be given simultaneously with the anti-mosquito 
operations. F. Hawking 


1078. Mass Vaccination against Yellow Fever by Scarifi- 
cation with 17D Strain Vaccine _ 

D. A. CANNON, F. DEwnHurst, and P.D. MEERS. Annals 
of Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.] 51, 256-263, Sept., 1957. 1 fig., 6 refs. 


Vaccination by subcutaneous injection of the vaccine 
prepared from cultures of the ;7D strain of yellow fever 
virus either in developing fowl embryo or in mouse brain 
has been approved by the World Health Organization 
in connexion with the provision of international certifi- 
cates of vaccination against yellow fever. The use of 
this vaccine by scarification, however, has not yet been 
fully tested in the field, and the present paper describes 
the results of mass vaccination by this method in two 
rural areas of West Africa, those surrounding the air- 
ports of Lungi in Sierra Leone and Yundum in the 
Gambia. 

In Lungi 13,200 persons out of about 18,000 were 
vaccinated with chick-embryo vaccine and in Yundum 
17,680 out of a similar population, partly with chick- 
embryo, partly with mouse-brain vaccine. The vaccine 
was made up in 2% gum arabic solution at pH 7-4, and 
2 drops were applied to the skin over the deltoid muscle. 
The skin underneath was then scratched with a Hagedorn 
needle and the vaccine rubbed into the scratches. The 
gum arabic dried quickly and it was unnecessary to apply 
any dressings. Mouse protection tests were carried out 
with sera collected from volunteers at the time of vac- 
cination and about 30 days later. At Lungi 282 pre- 
vaccination sera were examined, 17-4°% of which gave a 
positive result, 4:9%% an inconclusive result, and 77-77% 
a negative result. Sera from this last group of subjects 
were examined after vaccination, when 89-0% gave a 
positive test result and 6-4°% an uncertain result, while in 
only 4-6°% was the result still negative. Similar results 
were obtained at Yundum with both types of vaccine. 
Altogether 88°% of persons whose serum gave a negative 
result initially developed full protection after this method 
of vaccination. 

The authors calculate the decrease to be expected in 
the percentage of immune persons in a hypothetical com- 
munity each year after a mass vaccination campaign 
against yellow fever. Their figures indicate that after 8 
years the proportion of immune persons will have fallen 
to 50% and, while there is no definite information con- 
cerning the level at which a population becomes liable to 
an epidemic, it is suggested that it would seem desirable 
to repeat mass vaccination when this point is reached. 

Edward Hindle 
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1079. The Prognosis in Allergy to House Dust in Asth- 
matic Children Elucidated by Provocation Experiments. 
{In English] 
E. Ryssinc.. Acta paediatrica [Acta paediat. (Uppsala)} 
46, 419-430, Sept., 1957. 22 refs. 


Dust-inhalation tests were used at the Municipal Out- 
Patient Clinic for Allergic Diseases in Children, Copen- 
hagen, to determine the response to desensitization treat- 
ment of 63 asthmatic children who were allergic to house 
dust. Initially all the children gave positive reactions 
to scratch tests as well as to a sniff test (insufflation into 
the nose of a dried extract of house dust) or to inhalation 
for 15 minutes of house-dust extract from a spray 
operated by oxygen under pressure. After injection of 
increasing doses of house-dust extract over periods 
ranging from 20 to 61 months the tests were repeated. 
In the majority of cases there was an appreciable increase 
in tolerance to inhalation of dust, and in general the 
response to the scratch test was decreased. The sniff 
test, however, revealed a less obvious increase in toler- 
ance. Patients who obtained the greatest clinical benefit 
from treatment showed the most marked increase in 
tolerance to inhalation of dust. 

[The absence of a control group, as is admitted by 
the author, does much to lessen the usefulness of this 
study. Ina statistically controlled investigation it would 
be possible to evaluate the influence on prognosis of 
such factors as duration and severity of the disease and 
the intensity of treatment.] J. Pepys 


1080. Observations of Acquired Skin-sensitizing Activity 
by Clinically Non-allergical Persons to Extracts of Rag- 
weed Pollen 

M. Ricuter, A. H. SEHON, and B. Rose. Journal of 
Allergy [J. Allergy| 28, 519-521, Nov., 1957. 7 refs. 


In this study of acquired skin-sensitizing activity, 
reported from McGill University, Montreal, an aqueous 
extract of ragweed pollen fractionated into four different 
allergenically active fractions was used for the passive 
transfer tests. At nine sites on 10 normal subjects 
with no family history of allergy 0-05 ml. of un- 
diluted serum from allergic patients was injected. One 
day later these sites were injected with the different active 
fractions of the ragweed extract, this being repeated 
four to five times at daily intervals until neutralization 
was achieved. 

It was found that a few days after these injections 
positive skin reactions to ragweed could be elicited on 
unsensitized parts of the backs or arms of the normal 
subjects. Moreover, when reactions were elicited with 
the fractions of ragweed extract it was observed that 
a fraction previously shown to be weakly active now 
provoked the strongest reaction. It is concluded that 
this newly acquired sensitivity could not have been 
caused by mere absorption of injected reagin, but that 


a process of active sensitization must be involved. 
None of the subjects thus sensitized developed clinical 
symptoms of hay-fever or of asthma during the subse- 
quent 2 years. 


Herxheimer 


1081. Treatment of Ragweed Hay Fever with Powdered 
Hydrocortisone Applied Intranasally 

C. F. Lake, G. B. LoGan,andG.A.Perrers. Proceedings 
of the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 32, 641-644, Oct. 30, 1957. 8 refs. 


At the Mayo Clinic the effect of intranasal insufflation 
of hydrocortisone powder in the control of ragweed 
hay-fever was studied in 18 patients (15 adults and 3 
children) who had failed to respond to hyposensitization 
or administration of antihistamine drugs. The trial was 
carried out during the ragweed hay-fever season (August 
21 to September 27), and the daily dosage of hydrocorti- 
sone was 15 mg. in adults and 5 mg. in children. The 
results of this treatment were excellent (marked relief 
of symptoms) in 6 patients, good (only minimal residual 
symptoms) in 8, and fair (50% relief) in 3; one patient 
showed no improvement. No unpleasant side-effects 
and no signs of hypercortisonism were observed. It is 
concluded that these results fully confirm the earlier 
findings of others that intranasal insufflation of hydro- 
cortisone is effective in the control of hay-fever. 

H. Herxheimer 


1082. A Study of Leukocytic Antibodies in Allergic 
Patients 
S. O. FREEDMAN, J. P. Fisher, and R.A.Cooxe. Journal 
of Allergy {J. Allergy] 28, 501-513, Nov., 1957. 2 figs., 
24 refs. 


A considerable amount of evidence has been accumu- 
lated in the past 10 years which supports the hypothesis 
that plasma cells or lymphocytes are a major source of 
antibody production. In the study here reported from 
the Institute of Allergy (Roosevelt Hospital), New York, 
extracts of leucocytes and suspensions of disrupted 
leucocytes from 2 subjects “‘ exquisitely’ sensitive to 
tuberculin were transferred to skin sites of normal 
subjects who were then challenged by the injection of 
tuberculin. In each case a positive reaction occurred, 
both with the leucocyte extracts and the suspensions of 
disrupted cells. However, when such extracts and sus- 
pensions were prepared from the blood of subjects 
sensitive to ragweed, horse serum, or penicillin, to which 
they showed an immediate weal-reaction, the transfer of 
their immediate sensitivity to prepared sites on normal 
subjects was not possible. | 

It is concluded that leucocytes contain a transferable 
substance responsible for tuberculin sensitivity, but do 
not contain skin-sensitizing antibody against ragweed, 
penicillin, and horse serum. H. Herxheimer 
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Nutrition and Metabolism 


1083. The Effect of a Wheat-gluten-free Diet in Adult 
Idiopathic Steatorrhoea. A Study of 22 Cases 

J. M. Frencu, C. F. Hawkins, and N. Smita. Quarterly 
Journal of Medicine (Quart. J. Med.| 26, 481-499, Oct., 
1957. 11 figs., 30 refs. 


The authors present a report from the University of 
Birmingham and the United Birmingham Hospitals on 
results obtained with a diet free from wheat and rye 


zlutens in the treatment of 22 adults with idiopathic - 


steatorrhoea. The clinical diagnosis was based on the 
results of fat absorption and glucose tolerance tests, the 
‘indings on examination of duodenal aspirate, the blood 
victure, and the radiological appearances of the gastro- 
ntestinal tract. The criteria of recovery were dis- 
ippearance of symptoms, gain in weight, and the return 
of the blood picture and fat absorption to normal. Of 
he 22 patients, 16 recovered completely, but recovery 
»ften took 3 to 6 months compared with 3 to 6 weeks in 
children with coeliac disease similarly treated. Relapses 
vere induced in 7 cases by ingestion of gluten or wheat 
‘lour, but improvement followed withdrawal of the glu- 
en-containing food. It is concluded that in the majority 
of cases idiopathic steatorrhoea is due to intolerance of 
‘vheat gluten. Denis Abelson 


‘084. Potassium Movement in Normal Subjects. Effect 
on Muscle Function 

D. Gros, A. LILJEsTRAND, and R. J. JoHNS. American 
Journal of Medicine [Amer. J. Med.] 23, 340-355, Sept., 
1957. 8 figs., bibliography. 


Study in normal subjects of potassium movement and 
associated changes in skeletal muscle function [carried 
out at Johns Hopkins School of Medicine and Hospital, 
Baltimore] yielded the following results. 

Muscle contraction caused movement of potassium 
out of muscle, as indicated by change in the arteriovenous 
difference in the exercised extremity. There was some 
evidence to suggest that rest had the opposite effect. 
During hypopotassemia following administration of 
glucose, and possibly following epinephrine [adrenaline], 
there was evidence of movement of potassium into 
muscle, while following insulin there was evidence of 
movement of the ion out of muscle and into some other 
site, presumably the liver. Hyperpotassemia produced 
by administration of potassium chloride was accom- 
panied by movement of potassium into muscle, Muscle 
contraction then caused greater loss of potassium from 
the exercised extremity. 

Following tetanic muscle contraction or the adminis- 
tration of potassium chloride, and concomitant with a 
probable decrease in the ratio of intracellular to extra- 
cellular concentration of potassium, there was an increase 
in muscle contractility and in the ease of depolarization 
by acetylcholine or neostigmine. These changes are 


_attributed to a reduction in the resting muscle membrane 
341 


potential resulting from the decrease in concentration 
ratio. Following the administration of insulin and glu- 
cose, and concomitant with a presumed increase in the 
concentration ratio of potassium, there was a slight 
decrease in the ease of depolarization by acetylcholine. 

This change is attributed to an increase in the resting 
muscle membrane potential resulting from the increased 
concentration ratio. 

It is suggested that severe weakness may be infrequent 


in hyperkalemia, and in hypokalemia due to deficient — 


intake or excessive loss of potassium or the administra- 
tion of insulin and glucose, because the intracellular 
concentration of potassium may change in the same 
direction as the extracellular concentration in each 
instance, tending to limit the change in concentration 
ratio.—[Authors’ summary. ] 


1085. Potassium Movement in Patients with Familial 
Periodic Paralysis. Relationship to the Defect in Muscle 
Function 

D. Gros, R. J. Jouns, and A. LiviestraND. American 
Journal of Medicine [Amer. J. Med.] 23, 356-375, Sept., 
1957. 11 figs., 35 refs. 


Study in 2 patients with familial periodic paralysis and 

in one with non-familial periodic paralysis of potassium 
movement and associated changes in muscle function 
[carried out at the Johns Hopkins School of Medicine 
and Hospital, Baltimore] yielded the following results. 
_ The administration of glucose produced a greater fall 
in venous potassium concentration in these patients 
than in normal subjects, probably owing to greater up- 
take of the ion by muscle. The administration of 
epinephrine [adrenaline] may have produced greater up- 
take of potassium by muscle in these patients than in 
normal subjects, but the difference was less marked than 
in the case of glucose. The administration of insulin 
resulted in evidence of movement of potassium into 
muscle, in contrast to movement out of muscle in normal 
subjects. 

Attacks of weakness which occurred spontaneously or 
following the administration of food, glucose or insulin 
were associated with reduced plasma potassium concen- 
tration and abnormally high arteriovenous difference, 
indicating abnormal uptake of the ion by muscle, and 


with reduction in muscle responsiveness to nerve stimula- 


tion and acetylcholine, in propagation of excitation, and 
in contractility. In these patients muscle contraction 
during attacks, even though very weak, caused more loss 
of potassium from muscle and greater increase in muscle 
responsiveness and contractility than prior to the attack, 
or than in normal subjects. Spontaneous recovery from 
weakness was associated with leakage of potassium from 
muscle, and was accelerated’ by exercise. During 
recovery following the administration of potassium 
chloride there was, first, slight improvement in strength 
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which was followed by loss of potassium from muscle, 
and then more rapid improvement. 

The weakness of periodic paralysis appears to be due 
to the following sequence: (1) abnormal uptake of 
potassium by muscle; (2) marked increase in the intra- 
cellular to extracellular concentration ratio of this ion; 
(3) hyperpolarization of the muscle membrane; and (4) 
reduction in muscle responsiveness to nerve stimulation, 
in propagation of excitation, and in. contractility — 
[Authors’ summary. ] 


1086. The Electrocardiogram and Potassium Metabolism. 
Electrocardiographic Abnormalities in Primary Aldos- 
teronism and Familial Periodic Paralysis 

F. S. P. VAN BucHEM. American Journal of Medicine 
[Amer. J. Med. 23, 376-384, Sept., 1957. 7 figs., 39 refs. 


The author, writing from the State University of 
Groningen, Netherlands, compares and contrasts the 
electrocardiographic (ECG) pattern and behaviour of 
skeletal muscle associated with abnormalities in the 
serum potassium level in a case of primary aldosteronism 
with those observed in a case of familial periodic 
paralysis. 

In the former case, in which aldosterone excretion was 
34 wg. in 24 hours, the patient, a boy of 17, was found 
to have hyperplasia of the cortex of both adrenal glands. 
After right total and left subtotal adrenalectomy his 
aldosterone excretion fell to 10 yg. in 24 hours. The 
preoperative serum potassium level was 1-7 to 2-8 mEq. 
per litre and rose to 4:5 to 5 mEq. per litre after the 
operation. The typical ECG changes of hypopotass- 
aemia, with lowering of the T wave, rise of the U wave, 
and an apparent Q-T prolongation, were present before 
operation, but despite the early restoration to normal 
of the serum potassium level it took several weeks for the 
ECG to become normal; yet at no time did this patient 
have pareses or paralyses. However, such phenomena 
have been observed in other cases of hyperaldosteronism 
and it is suggested that the patient studied here was 
unusual in that he had hyperplasia and not a tumour of 
the adrenal cortex. 

The patient with familial periodic paralysis, a boy of 
19, had a serum potassium content of 3-2 mEq. per litre 
accompanied by the ECG changes of hypopotassaemia 
during an attack, but between attacks the tracing was 
normal. As has been pointed out by Allott and McArdle 
and others, the fact that paralytic attacks occur in such 
patients when the serum potassium level is higher than 
is found at times in normal subjects suggests that a low 
serum potassium level per se is not the responsible factor, 
some neuromuscular abnormality being also essential. 

The author concludes that the slow return to normal 
of the ECG in the patient with aldosteronism was due 
to a delay in the restoration of normal intracellular 
electrolyte relationships, such as is reflected also in the 
delayed return to normal of the acid—base balance and 
carbohydrate metabolism which has been demonstrated 
in such cases and in the lack of correlation between the 
occurrence of paralysis and the serum potassium level. 
It is suggested that in aldosteronism there is an inherent 
difference between the reaction of the myocardium and 
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of skeletal muscle to potassium deficiency, whereas in 
familial periodic paralysis there is a shift of potassium 
from the tissue spaces into the striated muscles, per- 
haps giving rise to potassium withdrawal from the 
myocardium. Peter Kendall 


1087. Adynamia Episodica Hereditaria. A Disease 
Clinically Resembling Familial Periodic Paralysis but 
Characterized by Increasing Serum Potassium during the 
Paralytic Attacks 

I. GamstorP, M. HauGe, H. F. HeLwec-Larsen, H. 
Mjones, and U. SAGILD. American Journal of Medicine 
[Amer. J. Med.] 23, 385-390, Sept., 1957. 3 figs., 27 refs. 


A disease similar to familial periodic paralysis is 
described, in which attacks of paralysis occur accom- 
panied by a spontaneous increase in the serum potassium 
content. Its familial basis is studied with reference to 
two families originating in southern Sweden in which 
73 males and 65 females are known to be, or to have been, 
affected. The authors have examined 87 of these person- 
ally and have obtained information about the others by 
correspondence, from relatives, and from a previous 
study of one of the families by Kulneff in 1902. 

Most commonly the disease, to which the name adyna- 
mia episodica hereditaria has been given, presents in 
childhood and tends to regress after the age of 30. 
Attacks of muscular weakness variously affecting the 
legs and arms and, in about 50°% of cases, the face and 
muscles of articulation, occur only when the subject is 
resting after physical exertion, the period of rest before 
the onset varying from some minutes to a few hours. 
The attacks vary in extent and severity and occur at 
irregular intervals, the frequency varying from several a 
day to one a year, the average in most cases being one a 
week. The duration varies from a few minutes to a 
day, but usually from 30 to 60 minutes. Gentle exercise 
may ward off or curtail attacks, which are alleviated by 
food and controlled promptly by the intravenous injec- 
tion of calcium; they may be provoked by the oral 
administration of potassium. Between the attacks of 
paralysis there usually appear to be no symptoms or 
abnormal physical signs, and the results of laboratory 
investigations are negative. 

The authors have observed 81 attacks in 20 subjects, 
43 after the oral administration of potassium and 38 
after exertion, the picture in the two types of attack 
being identical. Among the features noted were diminu- 
tion of the tendon reflexes and preservation of normal 
pupillary and plantar reflexes, normal muscular response 
to electrical stimulation, normal muscle tone, and 
absence of myotonia. Estimation of the serum potas- 
sium level at regular intervals before and during an attack 
showed in 45 out of 49 cases that a spontaneous rise 
occurred, the increase over the initial level varying 
between 0-2 and 3-2 mEq. per litre; there was no change 
in one case and a decrease in the level in 3. Only in half 
the attacks precipitated by rest after exertion did the 
serum potassium level exceed the maximum normal 
value (5-5 mEq, per litre) [which suggests that a cellular 
electrolyte shift may be involved in the mechanism of the 
attack]. The attacks were accompanied by electrocardio- 
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graphic changes (increase in the T waves), an increase in, 
the urinary potassium excretion, and, in 75°% of attacks, 
a decrease by at least 50°% in the number of circulating 
eosinophil granulocytes. Electromyographic studies in 
6 cases showed a change in the innervation pattern during 
attacks, suggesting loss of active muscle fibres, and a 
significant decrease in the mean duration of action 
potentials. Peter Kendall 


1088. 
tration 
E. E. MASon and R. L. Dryer. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.] 105, 273-282, 
Sept., 1957. 6 figs., 6 refs. 


This paper from the State University of lowa College 
of Medicine, Iowa City, is based on the retrospective 
analysis of the hospital records of 61 patients who were 
found to have a serum sodium concentration lower than 
130 or higher than 150 mEq. per litre, this number 
representing 11°% of patients whose serum was analysed. 
A high serum sodium level was about twice as common 
as a low level, and was usually present on the day of 
admission to hospital, whereas low serum sodium levels 
commonly appeared during the course of treatment. 
The commonest cause of hypernatraemia was coma, 
associated with insufficient intake of water, while the 
commonest cause of hyponatraemia was a lesion of the 
gastro-intestinal tract, but the condition was also com- 
mon in patients with oedema. However, the causes of 
abnormal serum sodium levels were often multiple; 
there was no clear relationship between the serum 
sodium concentration and urea retention. 

In discussing their findings the authors lay emphasis 
on the serum sodium level as an index of the osmotic 
tonicity of the body fluid, and suggest that both high 
and low serum sodium levels can be accounted for by 
some changes in the external balances of water and salt. 
In their view there is no need to invoke internal shifts of 
sodium or derangements of osmoreceptors as an explana- 
tion of the phenomenon, and they strongly deprecate the 
ingenious multiplication both of “‘ low-salt ” and “* high- 
salt”? syndromes described under various names by 
many different authors. 

[The second-hand type of evidence adduced in this 
paper is scarcely adequate to show that such derange- 
ments may not exist; nevertheless in the abstracter’s view 
the emphasis on external balance of water and salt is 
correctly laid.] D. A. K. Black 


The Implications of Abnormal Sodium Concen- 


1089. Sensation of Hunger and the Capillary-venous 
Blood Glucose Difference during the Administration of 
Food and Dextroamphetamine to Normal and Obese 
Subjects. (Sultfolelse og capillovengs glucosedifference 
under indgift af fede og p-amphetamin til normale og 
adip@se forsegspersoner) 

F. QuaaDE. Nordisk Medicin [Nord. Med.] 58, 1479- 
1483, Oct. 3, 1957. 3 figs., 32 refs. 


An investigation was carried out at Kommune- 
hospitalet, Copenhagen, to establish the relationship 
between the sensation of hunger and the level of available 
glucose in the blood, as indicated by the difference in 
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glucose content between capillary blood from the cold 
finger tip and venous blood from the cubital vein. This 
method was accepted as being the only practicable way of 
taking repeated samples of blood during a short space 
of time, in spite of the fact that a preliminary investiga- 
tion on 6 normal adults had shown that 45 minutes after 
taking 1 g. of glucose per kg. body weight the glucose 
content of arterial blood from the brachial artery differed 
from that of capillary blood by 5 to 59 mg. per 100 ml., 
the capillary-venous differences ranging from 4 to 24 mg. 
per 100 ml. When the latter were expressed as per- 
centages of the arterio-venous differences the range was 
from 21 to 82%. 

The capillary-venous blood glucose differences were ° 
determined in 4 normal and 5 obese subjects before, 
during, and at hourly intervals for 4 to 5 hours after the 
ingestion of breakfast, the presence or absence of feelings 
of hunger being noted at the same times. On the follow- 
ing day the investigation was repeated, but with 10 mg. 
of dextroamphetamine taking the place of breakfast. 
The findings are presented in a series of graphs, and the 
author summarizes his findings as follows [English version 
as published]. 

** Both in normal and obese persons a carbohydrate 
meal is followed by a peripheral capillo-venous glucose 
difference, which in time corresponds approximately, 
but not completely, to the feeling of satiety. The blood 
sugar curves of the obese subjects do not differ character- 
istically from those of the normal persons, and nothing 
points to an augmented carbohydrate tolerance (i.e. an 
abnormally rapid elimination of the post-prandial peri- 
pheral glucose difference) as an explanation of the faulty 
regulation of appetite in ‘obesity. The post-prandial 
capillo-venous glucose difference in normal and obese 
persons seems to be sufficiently explained as a simple 
absorption phenomenon, whose connexion with the 
feeling of satiety is merely chronological, and not causal. 
The anorexigenic effect of D-amphetamine appears to be 
central, at any rate it does not involve any changes in 
peripheral blood sugar concentrations and capillo- 
venous glucose differences.” H. F. Reichenfeld 


1090. Iron-tolerance Tests in Differentiating between 
Haemochromatosis and Liver Cirrhosis 

L. NApPoLiTrANo and L. A. Scuro. British Medical 
Journal [Brit. med. J.] 2, 797-799, Oct. 5, 1957. 2 figs., 
7 refs. 


Working at the Institute of Pathology, University of 
Rome, the authors have studied the iron tolerance of 5 
healthy subjects, 5 patients with haemochromatosis, 
7 with atrophic cirrhosis of the Laennec type, and 5 with 
cirrhosis of the hypertrophic form with splenomegaly 
and haemolysis. The methods of performing the tests 
are described and the results presented in graphs and a 
table. 

The serum iron level was high in patients with haemo- 
chromatosis and hypertrophic cirrhosis and did not 
increase after an oral dose of iron, except for a small or 
moderate increase in some cases of cirrhosis. After the 
intravenous administration of iron the serum iron level 
rose very little in those with haemochromatosis, whereas 
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in the cirrhotics there was a rapid increase which was 
smaller than in the controls, while the previous level 
was regained more quickly. The ratio of the initial 
serum iron level to its total iron-binding capacity, 
representing the degree of saturation of the serum iron- 
binding capacity, was always very high in haemochro- 
matosis and in hypertrophic cirrhosis with splenomegaly, 
and was below normal in atrophic cirrhosis. The serum 
unsaturated iron-binding capacity (transferrin value) 
was very low in the patients with haemochromatosis, 
normal in 7 of the cirrhotic patients (5 with the atrophic 
type), and lower than normal in the other 5. 

The authors conclude that “ three indices derived from 
breaking down the graphic curve of intravenous iron 
tolerance tests are particularly useful” in distinguishing 
between haemochromatosis and hepatic cirrhosis. These 
are: (1) the ratio of the fall in serum iron level during the 
period from 5 minutes to 120 minutes after the intra- 
venous infusion of iron to the rise in serum iron level 
during the first 5 minutes; (2) the ratio of the initial 
serum iron level to the total iron-binding capacity; 
and (3) the sum of these two indices (S.D.I.). Their 
findings show that in haemochromatosis the value of the 
first two indices is always higher than normal, whereas 
in Laennec’s atrophic cirrhosis the values are within the 
normal range. The third index (S.D.I.) is always higher 
than 1-35 in haemochromatosis and lower than 1-35 in 
atrophic cirrhosis. They point out that these data are 
of no value in the differential diagnosis of haemochro- 
matosis from hypertrophic splenomegalic cirrhosis with 
hyperhaemolysis, and further that the determination 
alone of the serum iron level, unsaturated transferrin 
value, and the oral iron tolerance test is of little value 
in differentiating haemochromatosis from cirrhosis. 

A. Gordon Beckett 


1091. Essential Hyperlipaemia and Idiopathic Hyper- 
cholesterolaemic Xanthomatosis 

P. Borrie. British Medical Journal [Brit. med. J.] 2, 
911-915, Oct. 19, 1957. 5 figs., 24 refs. 


The author describes 2 cases of essential hyperlipaemia, 
one case of idiopathic hypercholesterolaemic xantho- 
matosis, 3 cases of idiopathic hypercholesterolaemic 
xanthomatosis in which hyperlipaemia later developed, 


and 2 cases exhibiting features of both conditions. He 


states that these two disease conditions have hitherto 
been regarded as separate entities, but that the occurrence 
of mixed types in the present series suggests that there is 
a relationship between the two. Denis Abelson 


1092. Glycinuria, a Hereditary Disorder Associated with 
Nephrolithiasis 

A. DE Vries, S. Kocuwa, J. LAZEBNIK, M. FRANK, and 
M. DsALpeTtT1. American Journal of Medicine [Amer. J. 
Med.] 23, 408-416, Sept., 1957. 2 figs., 42 refs. 


A new form of amino-aciduria, glycinuria, is discussed 
with reference to the findings in a female patient, aged 20, 
admitted to the Sharon Hospital, Petah Tikva, Israel, 
with a history of recurrent renal stone formation, who 
was found on chromatographic examination of the urine 
to be excreting unusually large amounts of glycine. 
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The glycine excretion averaged about 900 mg. a day, 
compared with the normal of about 150 mg. Other 
amino-acids were not excreted in unusual amounts. The 
glycine concentration in the plasma appeared to be 
within normal limits, so that the glycinuria was attributed 
to a defect in renal tubular reabsorption. Examination 
of a renal calculus removed at operation showed that it 
was composed mainly of calcium oxalate; a small 
amount of glycine was also present (about 0-5°%% of the 
dry weight). Chromatographic examination of the 
urine of a number of the patient’s relatives revealed 
excessive glycine excretion in the mother, the maternal 
grandmother, and a sister. Both the sister and the 
grandmother gave a history of renal colic, and in 
the former x-ray examination of the kidneys revealed 
the presence of a small stone. 

The findings indicate, it is suggested, that a specific 
inherited defect in the renal tubular reabsorption of 
glycine occurs; its apparent relationship to renal stone 
formation, however, is obscure. H. Harris 


1093. Renal Clearance of Lysine in Cystinuria. Patho- 
genesis and Management of This Abnormality 

P. D. Doo.an, H. A. Harper, M. E. Hutcuin, and E. 
L. ALPEN. American Journal of Medicine [Amer. J. 
Med.]} 23, 416-425, Sept., 1957. Bibliography. 

Cystinuria is an-inherited abnormality in which un- 
usually large amounts of cystine, lysine, arginine, and 
ornithine are excreted in the urine. Since in cystinuria 
more lysine is usually excreted than cystine, the authors 
studied the extent of the defect in the renal tubular 
reabsorption of this amino-acid. The renal clearance of 
lysine was determined in 4 patients with cystinuria in the 
fasting state and again in 2 of them after the filtered load 
had been increased by infusion of a solution of L-lysine 
or a mixture of free amino-acids including L-lysine. 
Inulin clearance was estimated simultaneously. The 
clearance of endogenous lysine was found to average 55 
ml. a minute in the patients with cystinuria compared 
with rather less than 1 ml. a minute in healthy subjects, 
indicating a gross failure in renal tubular reabsorption. 
The authors consider, however, that this failure was 
probably not complete. About 45% of the filtered load 
appeared to be reabsorbed, corresponding to reabsorp- 
tion at the rate of about 1 mg. per minute. In the 2 
cases in which the filtered load of lysine was increased 
by infusion there was no significant increase in the 
amount reabsorbed. 

In further experiments it was found that in both 
healthy subjects and patients with cystinuria there was 
an increase in excretion of glycocyamine following 
administration of glycine and arginine. 

The treatment of cystinuria consists essentially in 
rendering the urine alkaline and maintaining it so by 
dietary restriction. Harris 


1094. Metabolism and Toxicity of Ammonia. [Review 
article] 

W. V. McDermott. New England Journal of Medicine 
[New Engl. J. Med.] 257, 1076-1081, Nov. 28, 1957. 
2 figs., bibliography. 
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1095. Measurement of Gastro-intestinal Bleeding Using 
Radioactive Chromium 
R. M. BANNERMAN. _ British Medical Journal (Brit. med. 
J.] 2, 1032-1034, Nov. 2, 1957. 1 fig., 11 refs. 


The author describes, from St. Thomas’s Hospital, 
London, a simple quantitative method for the estimation 
of faecal blood (as a measure of gastro-intestinal bleed- 
ing) in which the erythrocytes from 20 ml. of the patient’s 
own blood are labelled with radioactive-chromium (51Cr) 
and re-injected intravenously. Radioactivity in the 
»lood is measured by scintillation counter on 5-ml. 
samples taken at intervals of 1 to 3 days, and that in the 
stools on 5-ml. aliquots of a homogenized 24-hour faecal 
collection. The amount of blood (in ml.) in the 24-hour 

tool can thus be calculated by dividing the total stool 
adioactivity by the blood radioactivity per ml. Since 
‘he exact time at which the gastro-intestinal haemorrhage 
occurred and hence the length of time the blood has 
been in the bowel is not known, the blood radioactivity 
value is taken as that at two days before passage of the 
stool. 

Details are given of investigation of 3 cases by this 
method and the results compared with those obtained 
with Gregersen’s benzidine test for occult blood in the 
stools. The first patient, an elderly man suffering from 
« hiatus hernia, was losing blood at a calculated average 
rate of 14 ml. daily. ' The second patient, also an elderly 
man, was thought to be losing about 6 ml. of blood daily 
from an unknown site, while the third patient was a 
middle-aged woman who had severe anaemia due partly 
to menorrhagia and partly to haemorrhage from a 
duodenal ulcer, the intestinal blood loss in this case being 
calculated to be about 3 ml. daily. The quantitative 
estimation of blood loss by the author’s method was 
found to correspond reasonably well with the intensity 
of the éolour produced in the Gregersen test, but it is 
pointed out that an inaccurate result may be obtained 
with the latter test unless allowance is made for dilution 
of the blood by the variable bulk of the stool. 

The author suggests that the technique might also be 
of value in locating the site of the bleeding, since in 
cases of lesions high up in the gastro-intestinal tract it 
may be several days before radioactivity appears in the 
stools. T. D. Kellock 


1096.. Malignant Lymphomas of the Pharynx 

S. A. FriepBerG, R. H. Epwarps, and G. M. Hass. 
Annals of Otology, Rhinology and Laryngology [Ann. 
Otol. (St. Louis)] 66, 830-849, Sept., 1957. 5 figs., 
8 refs. 


An analysis of the clinical and pathological findings in 
10 cases of malignant lymphoma of the nasopharynx and 
pharynx has already been published (Friedberg and Hass, 
A.M.A. Arch, Otolaryng., 1954, 60, 677). In the present 
paper from the Presbyterian Hospital, Chicago, further 
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observations on these cases and also 6 additional cases 
are reported. The authors state that the term malignant 
lymphoma is applied to a group of neoplasms which 
includes various types of lymphosarcoma as well as 
Hodgkin’s disease. The difficulty of classifying these 
growths microscopically is emphasized, features common 
to more than one type of lymphoma often being present 
in the same patient. The clinical course of the disease 
cannot be predicted from the histological appearances; 
in the authors’ series there was no consistent correlation 
between the two. Systemic involvement was often 
apparent soon after the pharyngeal lesion was diagnosed, 
and the period of survival in these cases was usually only 
a few months and seldom more than 2 years. In cases 
in which there was a long period of remission after treat- 
ment of the first tumour the survival time was longer; in 
the 3 patients who survived longest the duration of the 
first remission was 60, 56, and 52 months respectively. 
William McKenzie 


1097. Management of Peptic Ulcer with Unrestricted 
Diet and a New Combination of Therapeutic Agents 

L. A. ROSENBAUM. American Journal of Gastroenterology 
[Amer. J. Gastroent.| 28, 507-517, Nov., 1957. 7 figs., 
14 refs. 


A total of 145 patients in whom there was clinical and 
radiological evidence of peptic ulcer (duodenal ulcer in 
134 and gastric or pyloric ulcer in 11) were given tablets 
containing 50 mg. of magnesium oxide, 200 mg. of 
aluminium hydroxide, 2 mg. of scopolamine methyl- 
bromide, and 10 mg. of ascorbic acid and a normal, 
unrestricted diet. The dosage was one tablet 4 times a 
day and the treatment was continued for 4 to 24 months, 
the patients meanwhile continuing their normal occupa- 
tion. Adequate relief of symptoms was obtained in 
97%. There were no clinical recurrences, although 
haemorrhage occurred in 2 patients and one patient had 
pyloric obstruction requiring surgical resection. Side- 
effects were constipation, reduced salivation, blurring 
of vision, and mild urinary obstruction. The author 
concludes that administration of antacids together with 
an unrestricted diet is a satisfactory treatment regimen 
for peptic ulcer. I. McLean Baird 


1098. The Efficacy of Medical Criteria in Differentiating 
Benign from Malignant Gastric Ulcers 

H. J. Dworken, H. P. Roru, and H.C. DuBer. Annals 
of Internal Medicine [Ann. intern. Med. 47, 711-720, 
Oct., 1957. 2 figs., 29 refs. 


From the Veterans Administration Hospital, Cleve- 
land, Ohio, a follow-up study is reported of 135 patients 
(134 male and one female) in whom between 1946 and 


1953 benign gastric ulcer was diagnosed on the basis of the . 


following criteria: benign appearance of the ulcer on 
x-ray or gastroscopic examination, presence of free 
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acid on gastric analysis, complete relief of symptoms on 
treatment, and complete radiological healing of the ulcer 
crater. (The series, however, included a few cases in 
which the ulcer had not completely healed at the time 
the patient was discharged.) There were 137 ulcers in 
this series of cases, 47 situated in the body of the stomach 
and 90 in the antrum. Deformity of the duodenal cap 
was present in 81 cases. The follow-up study was begun 
in 1954, and adequate information was available con- 
cerning 130 patients, the average follow-up period being 
46 months. A total of 24 patients had died from various 
causes, 2 from carcinoma of the stomach, 4 from per- 
forated peptic ulcer, one from serum hepatitis following 
transfusion during gastric resection, and 17 from causes 
other than gastric ulcer. In both cases of carcinoma 
radiological healing of the ulcer had not been demon- 
strated at the time the patients were discharged, car- 
cinoma being diagnosed 14 months and 2 months 
respectively after discharge. 

The incidence (1:5°%) of undiagnosed malignant ulcer 
is compared with that in other published series of cases 
of apparently benign gastric ulcer (nil to 286%). The 
authors consider that the differences in incidence largely 
depend on the criteria used in the diagnosis. The 
incidence is high when the diagnosis of benign ulcer is 
based on an initial examination only—that is, without 
radiological evidence of healing following medical treat- 
ment. In cases of healed ulcer the incidence of cancer 
is low, ranging from nil to 4%. During the period of 
this study 29 other patients with apparently benign 
gastric ulcer were subjected to gastric resection because 
there was no radiological evidence of healing following 
medical treatment, and in 2 of these the ulcer was found 
to be malignant. 

The authors add, in conclusion, that their investiga- 
tion has not been continued long enough to yield any 
information about the development of carcinoma in 
patients with healed gastric ulcer. _ Joseph Parness 


1099. Postbulbar Duodenal Ulcer 

J. A. RAMSDELL, L. G. BARTHOLOMEW, J. C. CAIN, and 
G. D. Davis. Annals of Internal Medicine [Ann. intern. 
Med.) 47, 700-710, Oct., 1957. 4 figs., 10 refs. 


Over a 25-year period at the Mayo Clinic 99 cases of 
ulcer situated in the duodenum distal to the duodenal 
cap or bulb have been seen; 86 of the patients were males 
and 13 females. The authors state that radiological 
diagnosis is often difficult because of hypermotility, 
pylorospasm, or deformity, but in the present series the 
ulcer was demonstrated at the first examination in 65 
cases, at the second examination in 30, and at the third 
in 4 cases. The ulcer was located in the second part of 
the duodenum in 75 cases, in the third part in 23, and in 
the fourth part in one case. Of the 99 patients, 67 had 
typical ulcer pain, 16 had pain suggestive but not com- 
pletely typical of duodenal ulcer, while 16 had no pain. 
Physical examination was of little or no value in estab- 
lishing the diagnosis. In most cases the free acid con- 
tent of the gastric juice was significantly raised. An 
outstanding feature was the high incidence of gastro- 
intestinal haemorrhage, which occurred in 38 patients; 
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16 patients had one or more episodes of haematemesis, 
37 had one or more episodes of melaena, 15 had both 
haematemesis and melaena, and 4 had haemorrhage 
without pain. The incidence of gastro-intestinal hae- 
morrhage in the present series was approximately twice the 
reported incidence in cases of the more common type of 
duodenal ulcer. Other complications were not excep- 
tionally frequent; obstruction occurred in 14 patients 
and perforation in one. Initially, 79 patients were given 
medical treatment, but later 9 of these were operated 
on. The remaining 20 patients were subjected to partial 
gastrectomy or gastro-enterostomy immediately the con- 
dition was diagnosed. 

The authors have found fewer than 150 cases of post- 
bulbar duodenal ulcer reported in the English-language 
literature. Joseph Parness 


1100. The Incidence of Gastroduodenal Ulcer in Allergo- 
pathics. [In English] 

L. Rosa, G. C. CENACcHI, L. GASBARRINI, and G. 
Tumiotto. Acta Allergologica [Acta allerg. (Kbh.)\ 11, 
276-280, 1957. 11 refs. 


The incidence of gastro-duodenal ulceration in associa- 
tion with allergic disorders was studied in 634 patients 
at the Medical Clinic of Bologna. Care was taken to 
confirm the diagnosis of allergic disorder from the 
history, the manifestation of allergy, and the results of 
skin tests, and the diagnosis of ulceration was established 
by x-ray examination of the gastro-duodenal tract. It 
was found that 42 (6-6°%%) of the 634 patients had gastro- 
duodenal ulcers; the incidence in non-allergic patients 
is reported to be 0-89. The authors consider these 
figures to be suggestive of an allergic pathogenesis of 
gastro-duodenal ulcer. A. W. Frankland - 


1101. Prognosis in Ulcerative Colitis. [In English] 
T. D. KeLitock and B. Wuite. Gastroenterologia [Gas- 
troenterologia (Basel)| 88, 13-21, 1957. 1 fig., 4 refs. 


The authors discuss the prognosis in ulcerative colitis 
with reference to 106 severe cases admitted to the Central 
Middlesex Hospital, London, between 1940 and 1954 for 
a first attack. Out of 34 male and 72 female patients, 
ranging in age from under 20 to over 70 years, 18 died 
of the disease or its complications during this first 
admission, a mortality of 17°%. Age was an important 
factor, death occurring in 8 out of 16 over the age of 60 
but in only 10 out of 90 under this age. The duration of 
symptoms, however, appeared to bear little relation to 
prognosis. 

The numbers of patients treated with cortisone or 
corticotrophin (8) and by surgery (14) were too smail to 
permit any useful assessment. Of 46 of the patients 
followed up for a 5-year period following the first ad- 
mission 4 died, 4 required surgical treatment, 15 had to be 
readmitted to hospital, but 23 (50%) were reasonably 
well, though 10 of these relapsed later. One case of 
rectal carcinoma occurred and was regarded as probably 
caused by the ulcerative colitis. It is concluded that the 
prognosis in this disease is very variable, but is consider- 
ably more hopeful for those who survive the first attack. 

R. Schneider 
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1102. Elective Cardiac Arrest for Open-heart Surgery 

D. B. Errier, H. F. Knicut, L. K. Groves, and W. J. 
Ko.rr. Surgery, Gynecology and Obstetrics [Surg. 
Gynec. Obstet.) 105, 407-416, Oct., 1957. 3 figs., 4 refs. 


The authors state that the criteria for acceptable elec- 
tive cardiac arrest are: “‘ (1) the method must be simple 
and completely effective; (2) the heart must be made 
motionless and insensitive to mechanical stimulation; 
(3) the safe period of cardiac arrest must be sufficient 
to permit unhurried and meticulous surgical correc- 
tion of the underlying cardiac defect; and (4) the period 
of arrest must be amenable to prompt termination at 
the surgeon’s will.” In their view the technique described 
by Melrose et al. (Lancet, 1955, 2, 21), in which a solution 
of potassium citrate is injected into the aorta, satisfies 
these criteria. The procedure of injection is as follows: 
2 ml. of a 25% solution of potassium citrate is mixed 
with 18 ml. of heparinized blood, the amount of the 
mixture required varying from 10 to 150 ml. according 
to the size of the heart and the competence of the aortic 
valve. The mixture is injected into the ascending aorta 
with the latter clamped. The heart is re-started simply by 
removing the aortic clamp. The potassium citrate in the 
coronary system is removed from the circulation by 
releasing the aortic clamp before the cardiotomy wound is 
completely closed and allowing 100 ml. or more of blood 
to escape. The speed of resumption of a normal beat 
depends on the adequacy of the perfusion. An inade- 
quate perfusion, hypothermic conditions, or coronary 
air embolism may be responsible for the development of 
ventricular fibrillation. When this occurs the authors 
maintain a good perfusion flow for at least 10 minutes 
before any active steps are taken; during this time there 
is often spontaneous restoration of sinus rhythm. If 
fibrillation persists, however, arrest is re-induced with 
further potassium citrate solution or electric defibrilla- 
tion is carried out. 

This method has been used at the Cleveland Clinic 
Hospital, Cleveland, Ohio, on 51 patients for periods 
varying from 10 to 58 minutes; in ali but one, normal 
rhythm was achieved after arrest. W. P. Cleland 


1103. Calcium—Digitalis Tolerance Test. A Clinical 
Report of the First 24 Trials 

R. M. NALBANDIAN, S. GORDON, and J. KAUFMAN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 234, 391-402, Oct., 1957. 2 figs., 10 refs. 


In a previous paper (Amer. J. med. Sci., 1957, 233, 503; 
Abstr. Wild Med., 1957, 22, 340) the authors showed in 
experiments on dogs that calcium salts and digitalis in 
adequate doses act synergistically to produce similar 
electrocardiographic (ECG) effects; the more digitalis a 
patient has already received, the less calcium will be 


needed to cause the typical changes in the ECG. The — 


authors have made this the basis of a clinical test, 
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evolved at the Harper Hospital, Detroit, to determine 
how much digitalis a patient may have already received 
and how much more of the drug he may be given to 
produce a full effect short of toxicity. 

The method is described as follows. With a direct- 
writing cardiograph attached to the patient doses of 10°% 
calcium chloride are given intravenously every 24 
minutes up to a limit of 7 ml. in 20 minutes. Administra- 
tion of the salt is stopped as soon as the ECG shows 
frequent premature systoles, changes in the pacemaker, 
or delay in conduction. Usually the abnormality is 
transient, but if it persists a chelating agent (sodium 
calciumedetate) is given, when the ECG usually returns 
to normal. From the quantity of calcium chloride 
needed to produce these changes in the ECG the amount 
of digitalis which may then be safely given can be cal- 
culated from a formula which is given and explained [but 
for which the original paper should be consulted]. It 
is stressed that the administration of calcium salts is 
dangerous in the presence of a recent myocardial infarct 
or of angina. J. A. Cosh 


1104. Hemodynamic Aspects of Diffuse Myocardial 
Fibrosis 

E. D. Rosin and C. S. BuRweLL. Circulation [Circula- 
tion] 16, 730-735, Nov., 1957. 4 figs., 11 refs. 


From the Peter Bent Brigham Hospital (Harvard Medi- 
cal School), Boston, the authors report the haemo- 
dynamic findings obtained by cardiac catheterization of 
11 patients with generalized myocardial fibrosis, which 
was confirmed at thoracotomy in 9 cases and post mor- 
tem in one. 

Cardiac output varied from 2-0 to 5-3 litres per 
minute, and the cardiac index, stroke output, and stroke 
index were low. All the patients had a normal systemic 
arterial pressure, but in all cases the pulmonary “ capil- 
lary ’, pulmonary arterial, right ventricular, right atrial, 
and peripheral venous pressures were raised. In 4 
the mean peripheral venous, right atrial, and pulmonary 
“ capillary’ pressure, the diastolic pressure in the 
pulmonary artery, and the end-diastolic pressure in 
the right ventricle did not differ by more than 5 
mm. Hg. These pressures were indicative of abnormal 
function of both ventricles; fibrosis of both ventricles 
was found in 2 of these patients post mortem. In 7 cases 
the pulmonary arterial and “ capillary” pressures ex- 
ceeded those in the right atrium and peripheral veins by 
at least 5 mm. Hg, suggesting poor function of the left 
ventricle; post-mortem examination in 2 of these cases 
showed predominant fibrosis of this chamber. In 8 out 
of 9 recorded right ventricular pressure pulses there was 
an early diastolic dip, which was interpreted as evidence 
of impaired diastolic filling of the ventricle. The authors 
point out that the haemodynamic and clinical effects of 
myocardial fibrosis are strikingly like those of con- 
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strictive pericarditis and of endocardial fibro-elastosis 
and, in fact, at some time in the study of each patient the 
possibility of constrictive pericarditis was considered. 
[The thoracotomies were presumably performed for this 
reason.] They conclude, therefore, that it does not 
matter whether the rigid envelope interfering with cardiac 
filling is outside the heart or within the wall or on the 
inner surface of the ventricle, the haemodynamic results 
are the same. D. Emslie-Smith 


1105. Recurrence of Tight Mitral Stenosis Syndrome 
after Commissurotomy. A Report of Six Cases with 
Reoperation 

P. Souuié, F. Jory, J. Cartotti, and M. SERVELLE. 
American Heart Journal [Amer. Heart J.| 54, 695-707, 
Nov., 1957. 15 refs. 


At the Lariboisiére Hospital, Paris, between 1950 and 
1956 commissurotomy was carried out for mitral stenosis 
in 380 cases, and in 6 of these stenosis recurred 9 months 
to 3 years after the original operation. In the first 180 
cases commissurotomy was performed with finger frac- 
ture only, the operation often being incomplete, whereas 
in the remaining 200 cases a dilating instrument was 
used and generally the operation was complete. In the 
6 cases of recurrent stenosis, which are described in 
detail, commissurotomy was carried out with finger 
fracture. In 5 of these the stenosis at the second opera- 
tion was greater than that found at the first and the valve 
cusps were much less supple, with the result that the 
operation was considerably more difficult. It is con- 
sidered that stenosis recurs mainly in those cases in 


which the original commissurotomy was incomplete, 
the recurrence being due to “an acute or low-grade 
rheumatic activity, or more often to a sclerous scarring 


of a non-specific nature ”’. R. L. Hurt 


1106. The Size of the Pulmonary Artery in Rheumatic 
Heart Disease with Isolated Mitral Stenosis and Its 
Significance 

L. A. So.orr, J. ZATUCHNI, G. E. MARK, and M. H. 
STAUFFER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 234, 313-320, Sept., 1957. - 2 figs., 
10 refs. 


In this interesting investigation, reported from Temple 
University School of Medicine and Hospital, Phila- 
delphia, the diameters of the aorta and of the pulmonary 
artery were measured on both the anterior and left 
lateral angiocardiograms in 25 patients aged 20 to 59 
years with rheumatic heart disease and isolated mitral 
stenosis. 

The diameter in the lateral view was usually greater 
than, and seldom the same as, in the anterior view. The 
diameter of the pulmonary artery in the lateral pro- 
jection varied from 28 to 50 mm. (average 37 mm.), 
and that of the ascending aorta in the lateral projection 
from 19 to 45 mm. (average 33 mm.). These measure- 
ments would indicate that there is no significant differ- 
ence in the size of the aorta between patients with mitral 
stenosis and normal subjects. The findings relating to 
the lateral diameter of the pulmonary artery were corre- 
lated with the mean pulmonary arterial pressure, mean 
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pulmonary wedge pressure, difference between pulmonary 
arterial and wedge pressures, size of the heart, age of 
the patient, total pulmonary resistance, and pulmonary 
vascular resistance. The best correlation was found be- 
tween the diameter of the pulmonary artery and the mean 
pulmonary arterial pressure, but even so for any given 
pulmonary artery diameter the mean pulmonary arterial 
pressure may vary widely. No significant correlation 
was found between the diameter of the pulmonary artery 
and either the volume of the left atrium or the size of the 
heart, and only a low correlation with the patient’s age. 
A. I. Suchett-Kaye 


DIAGNOSTIC METHODS 


1107. Quantitative Analysis of the Electrocardiographic 
Pattern of Hypopotassemia 
B. SuRAwicz, H. A. BRAUN, W. B. Crum, R. L. Kemp, 
S. Wacner, and Circulation [Circulation] 
16, 750-763, Nov., 1957. 8 figs., 33 refs. 


In this study, carried out at Philadelphia General 
Hospital (University of Pennsylvania), changes in the 
electrocardiogram were correlated with the plasma 
potassium level in 50 patients in whom this level was 
below 3-5 mEq. per litre. In all cases twelve-lead electro- 
cardiograms were recorded, but only 2 leads from each 
patient were analysed, namely, the limb lead and the 
precordial lead with the highest U wave. Three “ signs 
of hypopotassemia ” were arbitrarily chosen as follows: 
amplitude of U wave higher than 1 mm., U wave higher 
than T wave in the same lead, and S-T depression of 
more than 0-5 mm.; thus one pair of leads could show 
a maximum of 6 such signs, and all electrocardiograms 
were graded on this basis. Experienced observers 
separated the tracings into three groups: (1) those 
typical of, (2) those compatible with, and (3) those non- 
diagnostic of hypopotassaemia, and as a result a 
“typical” tracing was defined as one showing 3 or 
more of the above signs and a “‘ compatible” tracing 
as one showing 2 signs (or only one if it concerned the 
U wave). 

** Typical”’ tracings were commonest in 17 patients 
with plasma potassium levels of 2:0 to 2:7 mEq. per litre 
(Group A), less common in 13 patients with levels of 
2:71 to 2-98 mEq. (Group B), and rarest in 20 patients 
with plasma potassium levels of 3-0 to 3-49 mEq. per litre 
(Group C). Of those in Group A, 78% had “ typical ”’, 
11% had “compatible ”’, and 11% had “‘non-diagnostic”’ 
tracings, whereas in Group C the corresponding 
distribution was 10%, 45%, and 45%. The mean 
plasma potassium level was lowest (2:64 mEq. per 
litre) in patients with a “‘ typical” pattern, higher (3-01 
mEg. per litre) in those with a “‘ compatible ” pattern, 
and highest (3-22 mEq. per litre) in patients with “‘ non- j 


diagnostic” patterns. The average values for plasma @ 


sodium, chloride, and calcium level and pH were nearly 
identical in all three groups. Further observations on the 
effect of different cardiac conditions showed that left J 
ventricular hypertrophy and strain may exaggerate the 
electrocardiographic pattern of hypopotassaemia, and 
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. systolic marmr was recorded from the pulmonary artery in all the 
: patients, even when none was recorded in chest phonocardiograms or 
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tachycardia may mask it. Hypopotassaemia must be 
severe before it causes depression of the S-T segment. 
Prolongation of Q—T (or of the distance from Q to the 
apex of T) is related to hypocalcaemia; not hypopotass- 
aemia. The authors conclude that, unless there is 
tachycardia, a “‘ typical” tracing is usual at plasma 
potassium levels below 2:7 mEq. per litre. The only 
clinical situation in which a similar pattern often appears 
in the presence of a normal plasma potassium level is 
during treatment with both digitalis and quinidine. 
D. Emslie-Smith 


1108. Intracardiac Phonocardiography in Man 

D. H. Lewis, G. W. Deirz, J. D. WALLAcE, and J. R. 
Brown. Circulation [Circulation] 16, 764-775, Nov., 
1957. 7 figs., 9 refs. 


By means of a transducer fitted into the tip of a 
cardiac catheter the authors have recorded phono- 
cardiograms from the venae cavae, pulmonary artery, 
and right heart chambers of 41 patients at the Phila- 
delphia General Hospital. The method is fully 
described. The results showed that the first heart sound 
was loudest in the right ventricle, but never near the tri- 
cuspid valve, suggesting that it is mainly a left ventricular 
event. The second heart sound was loudest in the pul- 
monary artery. On withdrawing the transducer through 
the pulmonary valve the intensity of the second heart 
sound suddenly decreased and the first heart sound 
became loudest. The fourth heart sound was heard in 
all patients with contracting atria; it was usually local- 
ized to the right atrium, was absent in atrial fibrillation, 
and was louder on inspiration, A systolic murmur was 
recorded in chest phonocardiograms or from other 
cardiac chambers. [This is interesting in connexion 
with the recent report by Lessof and Brigden (Lancet, 
1957, 2, 673) of the finding of a pulmonary systolic mur- 
mur in 71% of healthy children. Also, Rogers et al. 
reported (Circulation, 1957, 16, 930) that invariably a 
systolic murmur was recorded from the outside of the 
pulmonary valve in the dog.] 

In one case of proved patent ductus arteriosus in the 
present series a continuous “ machinery” murmur was 
present only in the pulmonary artery. In another 
similar case, however, the diagnosis was in doubt, and 
cardiac catheterization failed to provide evidence of a 
left-to-right shunt in the pulmonary artery. The authors 
claim that their technique is capable of locating the origin 
of heart sounds and murmurs to an extent not hitherto 
possible and that it does not increase the risk of cardiac 
catheterization. D. Emslie-Smith 


1109. Evaluation of Valsalva Test in Bedside Diagnosis 
of Dyspnea 

R. W. Arp and R. H. Twininc. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 234, 403-412, 
Oct., 1957. 3 figs., 9 refs. 


The normal pattern of changes in the systemic blood 
pressure accompanying and following the Valsalva 
manceuvre is well established. On forced expiration the 
systolic blood pressure rises for a few seconds parallel 
with the intrathoracic pressure and, while expiration is 
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maintained, gradually falls to about resting level; on 
return to normal breathing there is a further brief fall in 
pressure, immediately followed by a pronounced rise in 
pulse pressure (the “ overshoot”) with bradycardia. 
In the presence of heart failure, however, the systolic 
pressure simply rises in parallel with the increase in 
intrathoracic pressure, remains fairly steady until the 
breath is released, and then returns to the resting level 
without overshoot or bradycardia. 

The authors report favourably on their use at the U.S. 
Veterans Hospital, Perry Point, Maryland, of this test 
carried out simply at the bedside as an aid in distinguish- 
ing between cardiac and pulmonary dyspnoea. The 
patient is asked to exhale forcibly through the manometer 
tube so as to create a pressure of 40 mm. Hg and to main- 
tain this pressure for 10 seconds; meanwhile, the systemic 
blood pressure is roughly assessed with a sphygmomano- 
meter, the cuff of which has initially been inflated to a 
level 30 to 40 mm. Hg above the resting systolic pressure. 
Of 60 patients tested, 26 gave a normal Valsalva response, 
and none of these were considered to have heart failure. 
In 30 the response was clearly abnormal, confirming the 
clinical impression of dyspnoea due to heart failure. In 
the remaining 4 cases the response was equivocal; in 2 
of these the dyspnoea was thought to be cardiac in origin 
and in 2 it was not. J. A. Cosh 


1110. Electrocardiographic Diagnosis of Myocardial 
Infarction in the Presence of Left Bundle-branch Block 
M. G. CHAPMAN and M. L. Pearce. Circulation [Circu- 
lation] 16, 558-571, Oct., 1957. 10 figs., 30 refs. 


The presence of left bundle-branch block (L.B.B.B.) is 
generally held to make the electrocardiographic (ECG) 
diagnosis of myocardial infarction difficult or impossible. 
Attempts at establishing reliable diagnostic criteria have 
been made by various workers, but usually on the basis 
of single case reports. The present authors, working 
at the Veterans Administration Center and the Univer- 
sity of California School of Medicine, Los Angeles, have 
collected 30 cases of myocardial infarction with L.B.B.B. 
in which the existence and location of the infarct was 
confirmed. In addition they have collected 20 cases 
from the literature in which similar evidence of the loca- 
tion of the infarct was available. 

The criteria for the inclusion of cases in this combined 
series were: (1) the presence of L.B.B.B. as shown in 
the ECG by a QRS complex of 0-12 second duration or 
longer, of sinus origin, and preceded by a P-R interval 
of at least 0-12 second, as well as a typical left precordial 
QRS with a broad, slurred, or notched R wave with an 
abnormally delayed intrinsicoid deflection, similar com- 
plexes usually occurring in Lead I; (2) a firm diagnosis 
of myocardial infarction—confirmed in 33 cases at 
necropsy and in 12 by means of a previous ECG show- 
ing normal intraventricular conduction. In addition, 
13 cases of L.B.B.B. were studied in which no gross 
infarct was found at necropsy. 

_The arguments supporting the orthodox view that the 
presence of L.B.B.B: usually makes the ECG diagnosis of 
infarction impossible (as summarized by Johnston ef al. 
(Amer. Heart J., 1944, 27, 19)) are queried by the authors 
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as largely applying only to isolated infarction of the free 
wall of the left ventricle, a relatively uncommon occur- 
rence (present in only 8°% of the authors’ cases). From 
their own study of the 63 cases detailed above they draw 
certain conclusions concerning the ECG features of 
myocardial infarction with L.B.B.B., which they sum- 
marize as follows. 


Location of Infarction ECG Features ‘ae 
Extensive anteroseptal QI, aVL, V6 38/39 
Moderately extensive | rsR’ I, aVL, V6, 10/11 

anteroseptal notched S ** V4”’ 

Anteroseptal Abnormal precor- 19/20 
dial R progres- 
sion 

Posterior R’ or notched R 11/16 
aVF 

Septal Initial notching of 5/6 
S aVf 


Furthermore, significant elevation of the S-T segment 
occurred in Leads I and aVL and in the precordial leads 
in acute anteroseptal infarction, and precordial S—-T 
elevation in 2 cases of anteroseptal and apical aneurysm. 
Such elevations appear to be as significant in L.B.B.B. 
as in cases with normal intraventricular conduction. 
The acceptance of these findings must await confirmation 
through further clinical and experimental work, with 
necropsy control. Peter Kendall 


CONGENITAL HEART DISEASE 


1111. Pulmonary Arterial Hypertension in Cases of 
Interatrial, Interventricular, and Aorto-pulmonary Com- 
munication. (L’hypertension artérielle pulmonaire dans 
les communications interauriculaires, interventriculaires 
et aorto-pulmonaires) 

L. SceBaT, E. Voripis, J. RENAIs, and J. LENEGRE. 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Ceur] 50, 801-817, Sept., 1957. 5 figs., biblio- 
graphy. 

Interatrial, interventricular, and aorto-pulmonary 
shunts are often, but not always, complicated by pul- 
monary hypertension. In the 147 cases reported by the 
authors severe pulmonary hypertension was found in 
20%-of those of atrial septal defect, 52°%% of ventricular 
septal defect, and 13°% of aorto-pulmonary fistula. In 
some of these cases an effort test caused a further increase 
in pulmonary arterial resistance, but this resistance was 
not related to the right ventricular output. The “ injec- 
tion pressure ” (that is, the pressure at which the blood 
injected from the left side arrives in the right side) varies 
with the gradient and the size of the fistula. Increased 
pulmonary vascular resistance has both a functional and 
anatomical element. When the injection pressure is 
very great there results a great increase in pulmonary 
vascular resistance. This may be caused by: (1) direct 
internal pressure on the walls of the pulmonary vessels; 
(2) a reflex rise in pulmonary resistance (effort test); or 
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(3) a persistence of foetal physiology which diverts blood 
into the aorta. When the injection pressure is low, 
however, as in atrial septal defect, pulmonary hyperten- 
sion may be more often the result of some chronic 
condition such as bronchitis, pulmonary arterial throm- 
bosis, or similar complications. J. McMichael 


1112. A Study of the Mechanism of the Shunt in 
Cases of Interatrial, Interventricular, and Aorto-pulmonary 
Communication. (Etude du mécanisme des shunts dans 
les communications interauriculaires, interventriculaires 
et aorto-pulmonaires) 

L. Scespat, E. Voripis, J. ReENAIs, and J. LENEGRE. 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Caur] 50, 818-832, Sept., 1957. 7 figs., 16 refs. 


During investigation of the patients described in the 
authors’ first paper [see Abstract 1111] it was noted 
that the volume of the intracardiac shunts underwent large, 
momentary variations which were related to the pressure 
gradient through the orifice, but not to this only, since 
the diameter of the orifice, the gradient of pressure be- 
tween the communicating cavities, and the circulation 
rate all entered into this calculation. The circulation 
rate under equal pressures depends on the arterial resist- 
ance in the pulmonary and systemic vessels. The volume 
of the shunt is regulated according to the oxygen require- 
ments of the individual, this regulation being so adjusted 
that the systemic circulation approaches normal at rest 
and also increases on effort. J. McMichael 


1113. Effects of Upright Posture and Exercise on Pul- 
monary Hemodynamics in Patients with Central Cardio- 
vascular Shunts 

R. A. Bruce and G. G. JouNn. Circulation [Circulation] 
16, 776-783, Nov., 1957. 3 figs., 13 refs. 


In order to investigate the effects of upright posture 
and exercise on the pulmonary hyperaemia of patients 
with left-to-right shunts the authors, working at the 
University of Washington, Seattle, carried out cardiac 
catheterization on 15 ‘‘ good-risk ” patients aged 7 to 
49 years, of whom 6 had atrial septal defect (A.S.D.), 
4 ventricular septal defect (V.S.D.), and 3 patent ductus 
arteriosus (P.D.A.); 2 patients without shunts served as 
controls. With careful precautions to avoid inducing 
orthostatic hypotension 10 patients were studied either 
in the sitting position or while walking. Blood pressure 
and blood flow (Fick principle) were measured in the 
usual way, the reference intrathoracic zero pressure, with 
the patient upright, being taken as that at the level of 
the pulmonary valve (observed fluoroscopically), the 
tip of the catheter being just distal to the valve. 

On sitting up all of 8 patients with central shunts 
showed some increase in pulmonary blood flow, which 
was least in 2 with pulmonary hypertension, greatest in 
2 with double shunts, and intermediate in 4 with un- 
complicated A.S.D. In the controls there was decreased 
pulmonary flow. On walking all of 10 patients with 
central shunts showed increased pulmonary flow and 6 
had considerably increased pulmonary pressure. In 5 
patients with A.S.D. there were significant increases on 


exercise in ventilation, oxygen consumption, oxygen © 
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removal rate, and heart rate, while 3 patients with V.S.D. 
showed reduced arterial oxygen saturation on walking, 
which was least marked in a patient who had P.D.A. 
as well and most marked in the patient with pulmonary 
hypertension. Intrathoracic pressures were not mea- 
sured, so any change in true intravascular pressure in 
relation to postural change could not be determined. 
The authors conclude that in patients with shunts changes 
of posture and exercise produce changes in the pul- 
monary circulation which are different from those pro- 
duced in patients without such shunts. 
D. Emslie-Smith 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1114. Cardiac Pain. Anatomic Pathways and Physio- 
iogic Mechanisms 

J. C. Wate. Circulation [Circulation] 16, 644-655, 
Oct., 1957. 4 figs., 30 refs. 


In this communication from Harvard Medical School 
‘he author reviews the history of research into the sensory 
innervation of the heart and indicates the difficulty of 
‘racking the unmyelinated pain fibres. It has been shown 
oy Arnulf that surgical interruption of the superficial 
portion of the cardiac plexus and by Fauteux that peri- 
coronary neurectomy are both capable of relieving cardiac 
pain. The anatomy and central connexions of the sym- 
oathetic cardiac nerves are illustrated diagrammatically. 
3ecause pain may reach the spinal cord by way of the 
‘thoracic nerves as well as the two lower cervical cardiac 
nerves, removal of the stellate ganglia or the entire length 
of the cervical chains will not relieve anginal pain if the 
upper 3 thoracic ganglia with their rami remain intact, 
but exclusion of the sympathetic chain down to the 4th 
thoracic ganglia, whether by surgical resection or para- 
vertebral injection of ethyl alcohol, will relieve pain 
consistently. 

The author then cites 17 personal cases, of which 
thoracic ganglionectomy resulted in complete relief in 
13, although there were 3 deaths; slight residual pain in 
the neck and jaw in 2 cases reflected the fact that this 
pain pathway has not yet been established. Of a further 
77 of the author’s cases paravertebral block gave com- 
plete relief in 43, good or partial relief in 21, and failed in 
6; 7 patients died. There was no failure in any case in 
which the injection resulted in Horner’s sign and a hot, 
dry arm. It is noted that pneumothorax is an occasional 
complication of this treatment, which is reserved for 
patients with recent coronary occlusion, angina decu- 
bitus, aortic regurgitation, or imminent cardiac failure. 
If the patient’s coronary circulation permits, extensive 
posterior rhizotomy is advocated. Out of 32 cases 
failure resulted in only one, which was attributed to 
leaving intact the first posterior root. To avoid this the 
first thoracic vertebra should be located by radiography 
on the operating table and all but the uppermost portion 
of its lamina must be removed. Regeneration is im- 
possible and postoperative pain is absent; bilateral 
denervation can be performed in one stage. Sympathetic 


denervation is advocated for unilateral anginal pain, but 
when the pain radiates to both arms bilateral rhizotomy is 
safer than two-stage ganglionectomy. Even after bilateral 
sensory denervation painless equivalents occur in the form 
of a feeling of constriction in the suprasternal notch, often 
with dyspnoea and palpitation. R. S. Stevens 


1115. Serum Lipoproteins in Preclinical and in Manifest 
Ischemic Heart Disease 

J. T. Dove, L. S. DELALLA, W. H. Baker, A. S. HESLIN, 
and R. K. Brown. Journal of Chronic Diseases [J. 
chron. Dis.] 6, 33-45, July, 1957. 6 figs., 22 refs. 


In a study designed to detect the presence of ischaemic 
heart disease in middle-aged men, here reported from 
the Cardiovascular Health Center, Albany Medical Col- 
lege, New York, 115 white men aged between 40 and 
55 years and of comparable racial, economic, and occu- 
pational status were subjected to a full physical, electro- 
cardiographic and ballistocardiographic examination 
before and after exercise. These examinations, together 
with the clinical history, showed that 40 of the subjects 
could be regarded as “normal”, 28 had previously 
suffered cardiac infarction, 20 had angina pectoris with- 
out previous infarction, and 27 had features regarded as 
predisposing to atherosclerosis, in the form of obesity, 
hypertension, diabetes mellitus, or a “ poor cardio- 
vascular heredity ”, although they were then apparently 
free from ischaemic heart disease. 

Determination of the serum lipoprotein levels showed 
significantly higher levels of total cholesterol and phos- 
pholipids, higher concentrations of both in the f-lipo- 
protein fraction separated by Cohn’s method, and higher 
levels of Sf 10+ lipoproteins in those with previous 
infarction as compared with the other subjects, but there 
was considerable overlap between the groups. There 
was, however, no reciprocal decrease in the a-lipoprotein— 
cholesterol concentration as reported by other workers. 
The subjects with angina pectoris but without evidence 
of previous infarction as well as those with predisposing 
features showed no difference from the “‘ normal ”’ sub- 
jects in regard to the serum lipid and lipoprotein con- 
centrations. It is concluded that alterations in the serum 
lipid and lipoprotein levels are associated only with 
myocardial infarction and cannot be regarded as 
indices of impending atherosclerosis. The authors are 
sceptical of the sensitivity, accuracy, and reproduci- 
bility of the ultracentrifugal method of characterization 
of the serum lipoproteins and suggest that determination 
of the serum total cholesterol “‘ provides as much (or as 
little) information as other more elaborate and difficult 
chemical procedures ”’. Robert de Mowbray 


1116. Coronary-artery Disease. Influences Affecting Its 
Incidence in Males in the Seventh Decade 

R. G. Brown, L. A. G. DAvipson, T. MCKEown, and 
A. G. W. WaitrieLp. Lancet [Lancet] 2, 1073-1077, 
Nov. 30, 1957. 4 figs., 12 refs. 


During 1956 11 general practitioners in Birmingham 
interviewed and examined 1,062 out of a total of 1,243 
male patients aged 60 to 69 years on their National 
Health Service lists. Symptoms or signs of coronary 
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arterial disease were considered to be present in 109, this 
diagnosis being confirmed at cardiological examination 
in 89 (8-4% of the original 1,062). Of the 89, 39 had had 
myocardial infarction, 38 had angina of effort, and 12 
had other manifestations of coronary disease. The 
incidence of coronary arterial disease was unrelated to 
smoking habits or to the mental demands of occupation, 
but was fairly closely related to the physical demands of 
the latter, being highest in those doing sedentary work. 
(The demands made by occupation were subjectively 
assessed by the men themselves.) The association be- 
tween coronary arterial disease and sedentary work was 
most evident in social Classes I and II (professional and 
related occupations) in the Registrar-General’s classifica- 
tion. The incidence of myocardial infarction “* appeared 
to increase from Class V (unskilled occupations) to 
Class I”, whereas cardiac manifestations other than 
infarction were more common in Class V than Class I. 
When all types of coronary arterial disease were con- 
sidered it was found that the incidence was not 
consistently related to social circumstances. 

Having observed that blood pressure’ is generally 
lowered after infarction, the authors studied the incidence 
of other manifestations of coronary arterial disease in 
those patients who had not experienced infarction, and 
found that the incidence was doubled with an increase 
of 15 mm. Hg diastolic or 30 mm. Hg systolic blood 
pressure. 

[The initial diagnosis was accurate in only 82% of 
cases with leading symptoms. The authors recognize 
that the true incidence of disease in the original sample 
cannot be determined; others have found it to be 38°% 
in a sample of patients aged 55 to 64. With increasing 
age there may be an increasing number of cases in which 
coronary arterial disease remains “ silent ”’.] 

J. N. Agate 


1117. Ligation of the Internal Mammary Arteries as a 
Means of Increasing Blood Supply to the Myocardium 

R. H. Grover, J. C. Davita, R. H. Kye, J. C. BEARD, 
R. G. Trout, and J. R. Kircuerrt. Journal of Thoracic 
Surgery [J. thorac. Surg.] 34, 661-678, Nov., 1957. 
11 figs., 17 refs. 


The authors first briefly describe previous anatomical 
studies relating to the anastamoses between the internal 
mammary artery and other extracardiac arteries and the 
coronary vessels. In their own studies at the Presby- 
terian Hospital, Philadelphia, they verified the presence 
of these anastamoses in dogs by injection methods and 
showed that a significant quantity of dye could be made 
to reach the myocardium via the bases of the great vessels. 
They went on to demonstrate that bilateral ligation of 
the internal mammary arteries afforded a considerable 
measure of protection to animals in which the left 
coronary artery had been occluded beyond its septal 
branch. 

In the clinical application of this method—of which 
they had originally been somewhat sceptical—bilateral 
ligation of the internal mammary arteries in the 2nd 
intercostal spaces was carried out on 77 patients suffering 
from coronary insufficiency. While admitting the great 


difficulty of making objective and subjective assessments 
of improvement in these cases, the authors were never- 
theless favourably impressed with the results. Of 50 of 
the patients followed up for one to 5 years, 34 (68°%) were 
considerably relieved of their pain and 13 (26°%) showed 
objective improvement as judged by changes in the 
electrocardiogram. There was only one death directly 
attributable to the operation. The surgical technique 
of ligation is described. It is concluded that “‘ at the 
moment considerable reservation as to the ultimate 
place of this surgical procedure is warranted”, the 
authors pointing out that there is no experimental proof 
that it actually increases the blood flow to the heart, 
although the supposition that it does so “is strongly 
entertained ”’. J. R. Belcher 


HEART FAILURE 


1118. Change in Relationship of Blood Volume to Weight 
in Congestive Heart Failure 

R. K. FUNKHousER, W. H. PritcHarD, and A. S. 
LitTeLt. Circulation [Circulation] 16, 548-557, Oct., 
1957. 10 figs., 24 refs. 


In any study of the changes in blood volume resulting 
from congestive cardiac failure it is necessary to compare 
the values obtained from the patients studied with those 
obtained from healthy control subjects. Since there is 
normally a relationship between blood volume and body 
size, the ratio of blood volume to weight or to calculated 
surface area is frequently used for the purpose of this 
comparison, but it has been demonstrated that this may 
give rise to error. The authors, working at the Univer- 
sity Hospitals, Cleveland, Ohio, have employed more 
accurate and sensitive methods, using either erythrocytes 
labelled with radioactive chromium (5!Cr) or serum albu- 
min labelled with radioactive iodine (131I), to compare the 
blood volume of 9 patients with congestive cardiac failure, 
primarily left ventricular in origin, with that of 11 control 
subjects unaffected by conditions influencing blood 
volume. 

Erythrocytes obtained from the subject were labelled 
with 51Cr, washed with sterile saline, resuspended, and 
re-injected with a minimum of delay in a dose of about 
100 wc. It was found that at least 5 samples of blood 
taken at intervals during the second half-hour after the 
injection were required for estimation of the blood 
volume. For the alternative method a commercial pre- 
paration of human serum albumin labelled with 1311 was 
diluted to give a concentration of 10 uc. per ml. [The 
dose injected is not clearly stated, but would appear to 
be 4 ml. (40 yc.).] Blood samples were withdrawn 10, 
30, 50, and 70 minutes after injection, the haematocrit 
value being determined and plasma radioactivity assayed 
in each case. Radioactivity assays were carried out on 
3-ml. samples of liquid whole blood or plasma with a 
conventional well-type scintillation counter. 

The mean erythrocyte volume estimated with 51Cr- 
labelled erythrocytes, the mean plasma volume estimated 
with 131]-labelled albumin, and the mean blood volume 


estimated by both methods were significantly higher in - 
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the patients with congestive heart failure than in the 
control subjects, although the mean body height of the 
two groups was approximately equal. Regression analy- 
sis showed that the relationship between blood volume 
and weight differed in the two groups, and it was shown 
that the increase in blood and plasma volume was related 
to the amount of oedema present. 

{Much of this paper is taken up by a discussion—for 
the understanding of which a rather expert standard of 
knowledge of statistics is necessary—of the proper use of 
statistical methods of analysis of data and the demonstra- 
tion by such methods of the fallacies arising from the 
use of certain “‘ ratio standards ” of blood volume.]_ . 

Peter Kendall 


1119. The Use of Prednisone in Congestive Heart 
Failure 

L. B. Gutner, J. B. Moses, S. DANN, and H. S. Kupper- 
MAN. American Journal of the Medical Sciences [Amer. 
J. med. Sci.] 234, 281-286, Sept., 1957. 1 fig., 16 
refs. 


This report from New York University—Bellevue Medi- 
cal Center, New York, describes the effect of prednisone 
on 11 patients with congestive cardiac failure, some of 
whom were receiving digitalis, while others had massive 
oedema resistant to mercurial diuretics. The prednisone 
was given orally in initial doses of 20 mg. daily, increased 
after one week to 40 mg. daily. 

Determination of the 24-hour urinary excretion of 
sodium, potassium, and 17-ketosteroids before and 
after corticoid administration showed that sodium and 
ootassium excretion increased, while that of 17-keto- 
teroids decreased; there was no significant change in 
body weight or in blood pressure. Amelioration of the 
cardiac condition was noted in 5 cases, no untoward 
change occurred in another 5, and only one patient 
complained of some increase in dyspnoea on exertion. 
it is concluded that prednisone may safely be adminis- 
‘ered to patients in congestive cardiac failure. Of the 
many theories advanced to explain this beneficial action 
of prednisone, the authors favour that which holds that 
prednisone counteracts the production of aldosterone. 

A. I. Suchett-Kaye 


1120. The Physical Properties of the Lungs in Chronic 
Cor Pulmonale 

J. D. S. Hammonp. Clinical Science [Clin. Sci.] 16, 
481-489, 1957. 2 figs., 29 refs. 


The effect of chronic cor pulmonale on the mechanical 
properties of the lung in patients with emphysema was 
studied at the Royal Hospital, Sheffield, in 31 emphyse- 
matous patients 17 of whom were considered to have 
chronic cor pulmonale in that heart failure had compli- 
cated the pre-existing emphysema; 10 of the latter were 
investigated both during and after recovery from an 
attack of heart failure. Emphysema was diagnosed 
from a clinical and radiological assessment combined 
with measurements of the maximum breathing capacity 
(indirect) and of intrapulmonary gas mixing. Standard 
techniques were used to record intra-oesophageal pressure 
changes, which were related to air flow, recorded by 
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coids were administered, the blood pressure being main- 


353 


pneumotachygraph, and to volume changes, recorded 
directly by electrical integration of the signal from the 
pneumotachygraph. Effective compliance was calcu- 
lated from the “‘ points of no flow ” with records taken at 
the subject’s natural rate of breathing, and non-elastic 
resistance was calculated for inspiration and expiration 
from the points where inspired and expired volumes were 
half the tidal volume. 

In all the emphysematous patients the inspitatory and 
expiratory non-elastic resistance was increased beyond 
the normal range. The mean compliance (0-132 1. per 
cm. H2O) for this group was lower than that for the 
normal group (0-193 1. per cm. H2O), but in individual 
cases the compliance was within the normal range. 
During heart failure the mean and all individual compli- 
ance values were less than the lowest value (0-09 1. per 
cm. H2O) obtained from any patient with emphysema 
alone; at the same time non-elastic resistance was 
increased, but less markedly. Recovery from congestive 
failure was associated more consistently with a change in 
compliance than in non-elastic resistance. The possible 
causes of the reduction in compliance during heart failure 
are discussed. 

[Apart from factors which may alter the static compli- 
ance, the association of increased respiratory frequency 
and increased non-elastic resistance which occurred 
during failure would alter the effective compliance. 
Had the compliance figures been related to lung 
volume, a smaller scatter between them might have been 
found.] P. Hugh-Jones 


HYPERTENSION 


1121. Total Adrenalectomy for Severe Hypertension 

W. M. Arnott, A. C. Crooke, H. Donovan, and S. H. 
TAYLOR. Quarterly Journal of Medicine (Quart. J. Med.| 
26, 501-526, Oct., 1957. 8 figs., 38 refs. 


In this paper from the United Birmingham Hospitals 
the authors present an exhaustive report on 6 cases of 
severe hypertension treated by bilateral adrenalectomy, 
together with a review of the relevant literature. Four 
of the patients were female and 2 male, and their ages 
ranged from 26 to 41 years. Hypertensive symptoms 
had been present for 6 months to 12 years and included , 
headache in all cases and dyspnoea on exertion in all but 
one. The blood pressure on admission ranged from 
160/120 to 280/200 mm. Hg, and was virtually unaffected 
in every case by rest in bed for 20 to 30 days. All the 
patients had papilloedema and 4 had, in addition, retinal 
haemorrhages and exudates. . There was slight pro- 
teinuria in every case, but few other indications of im- 
pairment of renal function. Cardiac enlargement, of 
varying degree, was present in all cases. No abnor- 
malities of sodium, potassium, or nitrogen balance were 
detected. Before admission 3 patients had been treated 
unsuccessfully with hexamethonium and one with 
reserpine and hydrallazine. 

Each patient received from 50 to 150 mg. of cortisone 
by mouth on the day before operation, and 100 mg- on 
the day of operation. During the operation no corti- 
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tained by intravenous infusions of saline, blood, or nor- 
adrenaline as necessary, but cortisone treatment was 
resumed after operation, the dose being reduced as 
rapidly as possible to 50 mg. daily or less. In all but 
one case both adrenal glands were removed at the same 
time. The kidneys were examined at operation and 
wedge biopsy performed; the renal tissue invariably 
showed the changes typical of malignant or severe 
nephrosclerosis. 

One patient suffered a precipitous fall in blood pressure 
during the operation and died before regaining con- 
sciousness, another died on the sixth postoperative day 
in acute left ventricular failure following a sharp rise in 
blood pressure, and a third died from cerebral throm- 
bosis 7 weeks after operation. 

The remaining 3 patients have been observed for more 
than 550, 750, and 900 days respectively. In all these 
cases the blood pressure fell at operation, but returned 
within 5 days to preoperative levels, the extent and 
duration of the rise depending on the dosage of cortisone 
in the immediate postoperative period. In all cases 
there was a substantial fall in blood pressure when the 
dose of cortisone was reduced. Nitrogen, sodium, 
potassium, and fluid balance was studied in detail after 
operation, and the relation of the findings to the blood 
pressure and the dose of cortisone determined. In 
general it was found that a satisfactorily low level of blood 
pressure could be maintained when the dose of cortisone 
was such as to keep the patient in a state of mild adreno- 
cortical insufficiency, as indicated by low sodium and 
high potassium and urea levels in the blood, this dose being 
37-5 mg. daily in each case. Concomitantly with the 
fall in blood pressure there was marked symptomatic 
improvement, with clearing of headache and papill- 
oedema, improved exercise tolerance, and reduction in 
the size of the heart. There was no deleterious effect on 
renal function. H. F. Reichenfeld 
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1122. A Haemodynamic Study of Ten Cases of Coarcta- 
tion of the Aorta During and After Operation by Direct 
Measurement of the Pressure in the Aorta and the Femoral 
and Brachial Arteries. (Etude hémodynamique de 10 
coarctations aortiques pendant et aprés l’opération par 
prise directe des pressions intra-artérielles (intra-aortiques, 
intrafémorales et intrahumérales)) 

J. FANjoux, G. Oustriéres, P. VERNANT, and J. MATHEY. 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Ceur] 50, 833-847, Sept., 1957. 8 figs., 10 refs. 


The direct recording of intra-arterial pressures in cases 
of coarctation of the aorta provides valuable diagnostic 
and haemodynamic information. Also after excision 
of the coarctation simultaneous registration of intra- 
arterial brachial and femoral pulses gives precise informa- 
tion on the state of the aortic anastomosis. Following a 
satisfactory operation the preoperative delay in the 
femoral pulse and its slow rising character disappear 
so that the brachial and femoral pulses become super- 
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imposable. In 8 of the authors’ cases occurring in 
older children and young adults the long-term improve- 
ment was better than measurements made at the time of 
operation seemed to suggest. Unsatisfactory operative 
resuits may also be recognized by direct intra-arterial 
recordings during operation, and such occurred in 2 
infants in the series of 10 cases here recorded. 
J. McMichael 


1123. Cholesterolaemia and Arteriosclerosis. (Xomecte- 
PHHEMHA ApTepHocKEpos) 

FE. S. Livas. Kaunuyecxan Meduyuna [Klin. Med. 
(Mosk.)] 38, 137-139, No. 10, Oct., 1957. 


The blood cholesterol levels were investigated in 130 
patients, 85 men and 45 women, suffering from arterio- 
sclerosis. In approximately half the cases the cholesterol 
content of the blood was normal, and this proportion 
was maintained when cases of coronary and cerebral 
arteriosclerosis were considered separately. The author 
is inclined to agree with Hoffman et al. that the main 
cause of vascular atheroma is a disturbance of lipo- 
protein metabolism. 

Obesity was present in more than half of the cases 
investigated. A, Orley 


1124. Results of a Trial of Raubasine, a New Sympa- 
tholytic Alkaloid, in the Treatment of Arteritis. (Résul- 
tats de l’étude d’un nouvel alcaloide sympatholytique: 
la raubasine, dans le traitement des artérites) 

J. Pieri, M. WAHL, J. CASALONGA, G. AmBrosi, and R. 
Doucet. Presse médicale [Presse méd.] 65, 1569-1571, 
Oct. 2, 1957. 


As the result of a trial carried out on 18 patients aged 
38 to 80 years suffering from various forms of “‘ arteritis ” 
the authors conclude that “* raubasine ”’, a sympatholytic 
alkaloid derived from Rauwolfia serpentina, given in 
daily oral doses of 3 mg. for about 2 months, produces 
a lasting remission in the circulatory deficiencies resulting 
from this condition, and claim that prolongation of the 
treatment for longer periods results in even more com- 
plete success. A marked rise in the oscillometric index 
in different segments of the affected limb was observed 
on about the 8th day of treatment. The increasing 
speed of diffusion of a 2% solution of fluorescein, as 
observed under Wood’s light, was used to assess the 
degree of clinical improvement in the circulation, the 
fluorescein being injected into subcutaneous blebs 
together with histamine hydrochloride in a concentration 
of 0°1 mg. per 100 ml. 

The authors state that they have also found the drug 
of value in the treatment of Raynaud’s disease and the 
circulatory disturbances associated with hyperthyroidism. 
No symptoms of intolerance of the drug were observed. 

J. MacD. Holmes 


1125. Lipid Factors in Atherosclerosis. 
Article] 

G. J. ScHROEPFER. New England Journal of Medicine 
[New Engl. J. Med.] 257, 1223-1227 and 1275-1279, 
Dec. 19 and Dec. 26, 1957. Bibliography. 
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1126. Arterial Blood Oxygenation in Sickle Cell Anemia 
N. O. Fow er, O. Smiru, and J.C. GREENFIELD. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
234, 449-458, Oct., 1957. 18 refs. 


In this paper from Emory University, Atlanta, Georgia, 
the authors report the results of studies of arterial blood 
oxygenation in 10 negro patients with sickle-cell anaemia, 
11 non-anaemic negro control subjects, and in 8 patients 
with anaemia other than of the sickle-cell type. They 
confirm the previously reported unsaturation of oxy- 
haemoglobin in sickle-cell anaemia, arterial oxygen 
saturation being significantly lower in the cases of 
sickle-cell anaemia than in the anaemic and non-anaemic 
controls. Arterial oxygen tension was also lower in 
the affected patients than in either of the control groups, 
and these patients also had low arterial carbon dioxide 
‘ension. 

The authors conclude that these findings indicate that 
ihe reduction in arterial oxygen tension in sickle-cell 
anaemia is due to an increased alveolar—arterial oxygen 
tension gradient, which can be reduced by breathing 
'5-6% oxygen. In the non-sickle-cell anaemic group 
the alveolar—arterial gradient, while higher than in the 
controls, was lower than in the sickle-cell anaemic 
patients. Comparison of the saturation of oxyhaemo- 
globin in normal subjects and in these patients under 
conditions of comparable pH and oxygen tension 
indicated that there is a consistently lower uptake of oxy- 
gen by sickle-cell haemoglobin. Evidence of cardio- 
pulmonary disease was found in the sickle-cell anaemic 
patients with a raised alveolar—arterial oxygen tension 
gradient. It is concluded that two factors are concerned 
in the impaired arterial oxygen saturation of sickle-cell 
anaemia, namely, an increased alveolar—arterial oxygen 
tension gradient due to a pulmonary defect, and an 
abnormal oxyhaemoglobin dissociation curve. 

[The original paper should be consulted for details of 
the findings and of the methods used.]} 

J. L. Markson 


1127. The Absorption of Vitamin Bi2 in Control Sub- 
jects, in Addisonian Pernicious Anaemia and in the Mal- 
absorption Syndrome 

D. L. Mo.uin, C. C. Bootu, and S. J. BAKER. British 
Journal of Haematology [Brit. J. Haemat.| 3, 412-428, 
Oct., 1957. 6 figs., 44 refs. 


The authors, working at the Postgraduate Medical 
School of London, have measured the absorption of 
vitamin Bi2 (cyanocobalamin) by 74 control subjects, 
66 patients with Addisonian pernicious anaemia, 5 
patients with gastric atrophy but without megaloblastic 
anaemia, and 42 with steatorrhoea (the malabsorp- 
tion syndrome), 34 of whom were, or had been, suffering 
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from megaloblastic anaemia. A faecal excretion test 
with vitamin Bj labelled with the shorter-lived radio- 
active isotopes of cobalt, 56Co and 58Co, was employed. 
These isotopes have a half-life of about 72 days, and larger ~ 
quantities can therefore be given to any one patient than 
is the case with ©°Co, which has a half-life of 5 years. 
Test doses of 0-6 or 1-0 yg. of radioactive vitamin By2 
were given by mouth.in 20 ml. of water after a fast of 
12 hours, the specific activity of the vitamin preparation 
being adjusted to about 0-5 mc. per mg. by adding appro- 
priate amounts of non-radioactive vitamin Bj2. The 
absorption of the vitamin was measured by a modifica- 
tion of the technique of Heinle et al., the radioactivity of 
each stool being determined by means of a ring counter 
made up of a number of Geiger—Miiller tubes in parallel. 
[For technical details of the procedures used the origina! 
paper should be consulted.] 

Most of the control subjects, who were hospital 
patients, absorbed a considerably larger proportion of 
the test dose than did the patients with pernicious 
anaemia, although with both doses there was some over- 
lap between the two groups. This overlap was elimin- 
ated by the injection, before or together with the dose 
of vitamin Bj2, of 0:25 mg. of carbachol, which appears 
to stimulate secretion of intrinsic factor and increased 
the absorption of the vitamin by those control subjects 
in whom it had previously been no greater than that of 
certain patients with pernicious anaemia. Three of the 
5 patients with achlorhydria and gastric atrophy, in 
whom the serum vitamin-B;2 concentration was normal, 
absorbed as little of the dose of the radioactive vitamin 
as patients with pernicious anaemia. In 2 of these cases 
absorption became normal when. carbachol was given, 
while in the third the gastric biopsy findings were typical 
of Addisonian pernicious anaemia, although the blood 
count, serum vitamin-B;2 concentration, and bone- 
marrow findings were still normal one year later. 

Of the 34 patients with the malabsorption syndrome 
and megaloblastic anaemia, all the 11 whose steatorrhoea 
was associated with anatomical lesions of the small bowel 
absorbed subnormal amounts of vitamin B;2, and the 
serum vitamin-B;2 concentration in these cases was as. 
low as in cases of pernicious anaemia. Of the 17 patients 
with idiopathic steatorrhoea and megaloblastic anaemia, 
11 showed reduced absorption of vitamin Bj2 and in 
most of these the serum vitamin-B;2 concentration was 
reduced. Five of the 6 patients with chronic tropical 
sprue absorbed as little vitamin Bi2 as patients with 
pernicious anaemia, and in 3 of these the serum vitamin- 
B,2 concentration was subnormal. Three patients who 
had undergone massive resection of all but 3 to 4 feet 
(90 to 120 cm.) of the proximal small intestine failed to 
absorb vitamin B,2, suggesting that the vitamin is not 
absorbed from the-duodenum or proximal jejunum in 
man. Of the 8 patients with the malabsorption syn- 
drome but without megaloblastic anaemia, 4 showed 
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normal and 4 subnormal absorption of vitamin B,2, the 
serum concentration being low in 2 of the latter. 

Administration of intrinsic factor to patients with 
pernicious anaemia increased their absorption of vita- 
min B;2 to within normal limits, but this did not occur in 
patients with the malabsorption syndrome and megalo- 
blastic anaemia. The administration of antibiotics 
improved absorption for a variable period in many, but 
not all, of the patients with anatomical lesions of the 
small bowel. This did not occur in the patients with 
idiopathic steatorrhoea, but in some of these absorption 
did improve on a gluten-free diet. 

The authors conclude that absorption tests with radio- 
active vitamin B;2 are of value in investigating the causes 
of vitamin-B;2 deficiency. Victor M. Rosenoer 


1128. Maintenance Therapy of Pernicious Anaemia with 
Oral Administration of Intrinsic Factor and Vitamin B;2 
L. LOWENSTEIN, L. BRUNTON, L. SHAPIRO, N. DE LEEUW, 
and M. DurresNe. Canadian “Medical Association 
Journal {Canad. med. Ass. J.| 77, 923-930, Nov. 15, 1957. 
4 figs., 26 refs. 


At the Royal Victoria and the Queen Mary Veterans 
Hospitals, Montreal, 36 patients with pernicious anaemia 
were treated for 3 years with capsules containing 5 jg. of 
vitamin B;2 (cyanocobalamin) and 50 mg. of an intrinsic- 
factor preparation derived from hog pyloric mucosa. 
The dose varied from 3 capsules daily to one capsule 
every 3 days. In 4 cases mild anaemia developed and in 
19 there: were bone-marrow changes, consisting in inter- 
mediate megaloblastic erythropoiesis and macrogranu- 
locytosis. In most cases the serum vitamin-Bj;2 level 
was below 200 ppg. per ml., irrespective of the number 
of capsules given. The authors conclude that although 
initial haematological response was obtained with this 
preparation, it is not suitable for long-term maintenance 
therapy. 

In all of 15 patients subjected to the Schilling test, in 
which radioactive vitamin B;2 and hog intrinsic factor 
were used, the urinary excretion of the isotope was 
below the lower limit of normal (15°%) observed in con- 
trols and in patients with pernicious anaemia who had 
not previously been treated with hog intrinsic factor. 
The authors consider that the patients became refractory 
to the heterologous intrinsic-factor preparation. 

P. C. Reynell 


1129. Intrinsic-factor Activity of Human Gastric Juice 
after Fractionation by Continuous Electrophoresis on Paper 
Curtain 

G. B. J. Grass, L. STEPHANSON, M. RIcH, and R. W. 
LAUGHTON. British Journal of Haematology [Brit. J. 
Haemat.] 3, 401-411, Oct., 1957. 2 figs., 25 refs. 


At the New York Medical College and Flower and 
Fifth Avenue Hospitals, New York, the authors have 
studied the distribution of intrinsic-factor activity among 
the various mucoprotein fractions of human gastric 
juice obtained by electrophoresis, the activity of the 
fractions being tested by observing their effect on the 
uptake by the liver of vitamin B;2 (cyanocobalamin) 
labelled with radioactive cobalt (6°Co) in patients with 
pernicious anaemia in remission. 
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Gastric juice was obtained from healthy persons or 
patients with duodenal ulcer by aspiration for one hour 
after stimulation with histamine or insulin. Each speci- 
men was centrifuged for 20 minutes at 5,000 r.p.m. to 
remove mucus and insoluble detritus and then dialysed 
for 2 days against several changes of tap and distilled 
water. Bile- and blood-stained samples were discarded. 
The dialysate was freeze-dried and pulverized, and 30 to 
100 mg. subsequently dissolved in 5 to 10 ml. of acetate 
or borate buffer at pH 4-0 or 9-2 and fractionated by 
continuous electrophoresis on paper curtain of 2 different 
grades at 20 to 25 ma. and 150 or 250 v. for 24 hours, the 
total material being absorbed on the paper within the 
first 4 to 6 hours. The protein content of each of the 30 
fractions collected was determined in terms of the 
** tyrosine equivalent ” by the Folin—Ciocalteau method, 
and the non-hexosamine polysaccharide content by the 
Shetlar tryptophane technique as modified by Badin et 
al. In all, 26 fractionations were performed, but only 


12 of these, representing 7 specimens of gastric juice, — 


gave a fair resolution of the material. With the acetate 
buffer 2 to 3 tyrosine peaks and 3 to 4 polysaccharide 
peaks were evident; with the borate buffer 2 to 3 tyrosine 
and 3 polysaccharide peaks were obtained. The protein 
and polysaccharide “‘ peaks and valleys” frequently 


coincided, although some divergent patterns were also. 


obtained. 

Aliquots of 35 pooled fractions derived from the 12 
fractionations of the 7 lyophilized specimens of gastric 
juice were then tested for intrinsic-factor activity on 7 
patients with pernicious anaemia in remission, 45 assays 
being carried out. In previous tests with radioactive 
vitamin B,2 alone no hepatic uptake of radioactivity had 
been observed, whereas there was considerable uptake 
in all cases after the addition of a potent intrinsic-factor 
preparation from hog stomach. So far as possible the 
assays of all the fractions from a single fractionation 
experiment were carried out on the same patient so as 
to eliminate individual differences in response. Intrin- 
sic-factor activity was demonstrated in varying degree 
in 2 or 3 fractions, corresponding grossly to polysaccha- 
ride or protein peaks of the electrophoretic partition, 
from each fractionation. Some fractions were strongly 
active in doses as small as 2:2 mg. dry weight. 

The authors stress the multiplicity of areas of intrinsic- 
factor activity in the electrophoretic partition of gastric 
juice and suggest that “intrinsic factor” is perhaps 
not a definite substance, but rather a reactive group 
present in certain gastric mucoproteins which is endowed 
with intrinsic-factor activity. Victor M. Rosenoer 


1130. Radioactivity over the Spleen and Liver following 
the Transfusion of Chromium5!-labelled Erythrocytes in 
Hemolytic Anemia 
L. L. ScHLogsser, D. R. Korst, D. V. CLATANOFF, and 
R. F. ScHItuinc. Journal of Clinical Investigation [J. 
clin. Invest.] 36, 1470-1485, Oct., 1957. 10 figs., 24 refs. 
In this paper from the University of Wisconsin Medical 
School, Madison, are described investigations carried 
out on 14 patients with various types of haemolytic 
anaemia and on 7 control subjects (5 healthy young men 
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and 2 patients with splenomegaly but without haemolytic 
anaemia) with the object of finding a possible method of 
predicting a favourable result from splenectomy in the 
treatment of acquired haemolytic anaemia. 

Autologous erythrocytes, and in some instances also 
homologous normal erythrocytes, labelled with radio- 
active chromium (51Cr) were infused and their half-life 
determined as a measure of the rate of haemolysis in vivo. 
At the same time localization of the radioactive cells in 
ihe spleen and liver was studied by means of a scintillation 
counter used externally and the spleen: liver radioactivity 
ratio determined. Whereas in the normal subjects after 
the injection of autologous erythrocytes this ranged from 
(0-9 to 1-8, it was higher in most cases of both congenital 
and acquired haemolytic anaemia. Splenectomy was 
s.lbsequently performed on 6 of the patients with acquired 
haemolytic anaemia and produced a good clinical 
response in those 5 in whom the spleen: liver radioactivity 
ratio had been greater than 3-0. In contrast the sixth 
patient, in whom the ratio was 1-9, was not benefited by 
solenectomy. 

The authors conclude that this method may prove to 
be a useful aid in the selection of those patients with 
acquired haemolytic anaemia who will respond favour- 
ably to splenectomy. - J. V. Dacie 


1131. The Binding of Haemoglobin by Plasma Proteins 
(Haptoglobins). Its Bearing on the ‘‘ Renal Threshold ”’ 
for Haemoglobin and the Aetiology of Haemoglobinuria 
A. C. ALLISON and W. ap Regs. British Medical 
Journal [Brit. med. J.) 2, 1137-1143, Nov. 16, 1957. 
3 figs., 34 refs. 


Human serum contains a number of proteins which 
combine firmly with haemoglobin and are described as 
haptoglobins. There are four known haptoglobins, 
which may be present singly or in different combina- 
tions in the serum. Small amounts of haemoglobin 
liberated intravascularly can combine with these hapto- 
globins and are not excreted by the kidney. The 
authors, working for the Medical Research Council Unit 
for Research in Cell Metabolism at the University of 
Oxford, found that the maximum quantity of oxy- 
haemoglobin which could be added to sera from a num- 
ber of different subjects before uncombined oxyhaemo- 
globin could be detected on electrophoresis was 135 mg. 
per 100ml. The fact that this figure is very similar to the 
renal threshold for haemoglobin, which varies from 100 
to 140 mg. per 100 ml., suggests that this threshold may 
be determined by the serum haptoglobin level. The 
haptoglobin levels were therefore studied in sera from a 
number of patients with chronic haemoglobinuria. 


patients with paroxysmal nocturnal haemoglobinuria and 
in 2 out of 3 sera from patients with cold haemoglobin- 
uria, while serum from a patient with march haemoglo- 
binuria contained only about one-half the normal 
concentration of haptoglobins. In certain cases, there- 
fore, haemoglobinuria and a low renal threshold for 
haemoglobin would appear to be related to a low 
level of haptoglobins in the serum. The authors advance 
two possible explanations for the low haptoglobin levels 
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No haptoglobins could be demonstrated in 4 sera from . 
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in such subjects: (1) that the rate of formatior or libera- 
tion into the plasma of haptoglobin is markedly reduced; 
or (2) that because of continuous intravascular haemolysis 
the haptoglobins combine with oxyhaemoglobin as soon 
as they are released into the plasma and are then rapidly 
removed, so that the concentration of free haptoglobins 
in the serum at any time is low. The second explanation 


is the more likely in the case of paroxysmal nocturnal 


haemoglobinuria, in which haemolysis is the primary 
abnormality. Nevertheless the possibility has to be 
considered that for the full manifestation of the syndrome 
both defective erythrocytes and a congenital absence 
of haptoglobins may be required. This is supported by 
the authors’ findings in one case in which the typical 
erythrocyte defect of paroxysmal nocturnal haemo- 
globinuria was present without haemoglobinuria, and in 
which the serum haptoglobin level was normal. 


H. Lehmann 


1132. Abnormality of Phospholipids in Red Cells of 
Patients with Paroxysmal Nocturnal Haemoglobinuria 

I. M. Harris, T. A. J. PRANKERD, and M. P. WESTERMAN. 
British Medical Journal {Brit. med. J.) 2, 1276-1277, 
Nov. 30, 1957. 13 refs. 


From University College Hospital Medical School, 
London, the results are presented of analyses of the total 
lipid content and some of its fractions in the erythrocytes 
of 6 patients with paroxysmal nocturnal haemoglobinuria 
(P.N.H.) and in 24 control subjects. Among the signifi- 
cant differences observed were the higher values for lipid 
nitrogen and cholesterol found in the cases of P.N.H., 
associated however with normal values for total lipid 
and lipid phosphorus content. In 3 cases of P.N.H. 
the serum cholesterol level was also estimated and found 
to be below the normal range. 

Chromatographic separation of the phosphate ester 
derivatives from the phospholipids revealed a marked 
difference between the ratio of choline phosphate to 
serine phosphate in the normal subjects and those with 
P.N.H. (5:740-8 and 1-9+0-26 respectively). It is 
suggested that this is due both to a deficiency in choline 
phosphate and to an increase in serine phosphate in 
the erythrocytes in P.N.H. Such differences have not 
been found in a number of other types of anaemia 
investigated. The relationship of these abnormalities 
to the mechanism of the disease is being further investi- 
gated. L. A. Elson 


1133. Red-cell Survival in Paroxysmal Nocturnal Haemo- 
globinuria. Effect of Phenindione and Cortisone 

F. P. MULDOWNEY, M. .M. BLuuHM,-and E. J. Wayne. 
British Medical Journal (Brit. med. J.] 2, 1277-1279, Nov. 
30, 1957. 3 figs., 23 refs. 


’ Paroxysmal nocturnal haemoglobinuria (P.N.H.) is a 
rare form of haemolytic anaemia in which the abnor- 
mality lies in the cells rather than in the plasma. In this 
paper from the University and Western Infirmary, 
Glasgow, the results of a study of the blood volume and 
of the mean survival-time of erythrocytes labelled with 
radioactive chromium (51Cr)-in a 37-year-old man with 
P.N.H. are presented. In the patient the half-life sur- 
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vival time of erythrocytes was 15-5 days, compared with 
a mean of 25 days in healthy subjects. By measure- 
ment of the survival time in the patient of transfused 
washed erythrocytes from a healthy donor and of the 
patient’s washed erythrocytes in a normal subject it was 
shown that haemolysis of the patient’s erythrocytes 
continued at the same high rate in the normal subject, 
whereas the cells from the healthy donor survived for 
the normal time in the patient with P.N.H. 

Treatment during 7 weeks with phenindione at a 
dosage adjusted so as to maintain the one-stage pro- 
thrombin activity between 15 and 20% and with cortisone 
in a dose of 200 mg. daily for 12 days had no effect on 
the rate of haemolysis, on the total erythrocyte mass, or 
on the reticulocytosis. The value of transfusion with 
washed normal erythrocytes was confirmed, this treat- 
ment resulting in a long remission. The merits of the 
employment of isotope-labelled erythrocytes in the study 
of the treatment of haemolytic states are emphasized. 

L. A. Elson | 


HAEMORRHAGIC DISEASES 


1134. Thrombotic Thrombocytopenic Purpura. A Re- 
port of Three Cases 

J. G. SHARNOFF. American Journal of Medicine (Amer. 
J. Med.) 23, 740-747, Nov., 1957. 14 figs., 40 refs. 


The author describes 3 cases of thrombotic thrombo- 
cytopenic purpura seen at Mount Vernon Hospital, 
Mount Vernon, New York. The clinical course in all 
3 cases was characteristic, with thrombocytopenia, 
purpura, anaemia, high fever, manifestations of cerebral 
involvement, and death within a few days or a few 
weeks of admission to hospital. A leuco-erythroblastic 
or erythroblastic blood picture was present, and necropsy 
revealed megakaryocytes in the small vessels of the 
lungs and many of the systemic viscera, in addition to 
the usual widespread thrombotic lesions. -In one case the 
condition was diagnosed on examination of a lymph- 
node biopsy specimen. 

The author suggests that the vascular changes seen at 
necropsy are secondary to the thromboses. 

T. B. Begg 


1135. Studies of Platelet Function as a Guide to the 
Severity of Thrombocytopenic Purpura and the Possible 
Mechanism of Purpura and Haemorrhage 

J. A. BoNNIN. Australasian.Annals of Medicine [Aust. 
Ann. Med.] 6, 196-202, Aug., 1957. 4 figs., 16 refs. 


The purpose of this study, reported from the Institute 
of Medical and Veterinary Science, Adelaide, was to 
investigate the function of the platelets in thrombocyto- 
penic states, with special reference to its relationship to 
purpura and to haemorrhage in these conditions. It was 


carried out on 30 patients, all of whom had some degree 
of thrombocytopenia and a platelet thromboplastic func- 
tion of less than 81°%% (compared with a yield of 133 to 
150°% thromboplastin in normal platelets). 

It was found that with a platelet thromboplastic func- 
tion of about 53°% purpura and haemorrhage did not 


occur, except in a single case of aplastic anaemia. At 
values ranging from 25 to 53°%% purpura was liable to 
occur (25 readings with purpura and 19 without). When 
the level fell below 25°% there was an increasing 
tendency to frank bleeding, and at values below 12% all 
patients were haemorrhagic. A. Brown 


1136. On an Inherited Autosomal Hemorrhagic Dia- 
thesis with Antihemophilic Globulin (AHG) Deficiency and 
Prolonged Bleeding Time. [In English] 

I. M. Nitsson, M. BLomBAck, and I. VON FRANCKEN. 
Acta medica Scandinavica [Acta med. scand.] 159, 35-57, 
Oct. 30, 1957. 10 figs., 34 refs. 


An account is given of 6 females and 3 males, from 6 
different families, with a congenital severe hemorrhagic 
diathesis. Laboratory studies revealed decreased AHG 
[antihaemophilic globulin] content of the plasma (1-10% 
of normal), prolonged bleeding time but normal platelets. 
Measurements of the plasma AHG in the families were 
performed. In all the families one of the parents and 
several members of his or her family exhibited definite 
diminution of AHG. The gene causing the AHG 
deficiency is considered autosomal, dominant and with 
varying expressivity. 

Human Fraction I-0 (a subfraction of Fraction I) 
containing AHG corrected the clotting defect both in 
vitro and in vivo. In vivo, Fraction I-O0 corrected not 
only the AHG-deficiency but also the bleeding time and 
the capillary bleedings. Fraction I-O without AHG 
activity controlled the bleeding from the gums and the 
bleeding time. 

The bleeding disorder of these 9 patients is believed to 
represent a special type of hemorrhagic diathesis distin- 
guishable from Willebrand’s thrombopathy and also 
from classic hemophilia A. Observations made, seem 
to indicate that the prolonged bleeding time is due to 
the lack of a plasma factor other than fibrinogen and 
AHG, and not to a disturbance in the capillary wall as 
earlier believed.—[Authors’ summary.] 


1137. Hemophilia in Negro Subjects 

W. H. Buttock, J. B. JOHNSON, and T. W. DAvis. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.] 100, 759-764, Nov., 1957, 1 fig., 18 
refs. 


Fourteen cases of hemophilia in Negro subjects which 
have been seen over a period of 11 years are reported. 
Four of the cases studied in 1947, prior to the advent of 
the prothrombin consumption test, met the following 
laboratory criteria: (1) prolonged coagulation time, 
(2) prolonged plasma recalcification time, (3) normal 
plasma prothrombin time, and (4) normal platelet count. 
Three additional cases were studied between 1948 and 
1953; one of these 3 cases was a remote cousin of the 
original 4 studied in 1947. These patients met the above 
criteria and in addition exhibited poor prothrombin 
consumption. In the remaining 7 cases all of the above 
criteria are met and the specific defect was found to be 
an antihemophilic globulin deficiency. These are the 


first Negro subjects in which this defect has been specifi- 


cally demonstrated. 
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Our experience with hemophilia in Negro subjects 
suggests that this disorder may occur with greater fre- 
quency in Negro subjects than is reflected by the medical 
literature on this subject and that the clinical-course of 
the disease is identical to that described in other racial 
groups.—[Authors’ summary. ] 


NEOPLASTIC DISEASES 


1138. Prognosis in Tumors of Lymphoid Tissue. An 
Analysis of 602 Cases 

G. Lump and K. A. Newton. Cancer [Cancer (Philad.)] 
10, 976-993, Sept.—Oct., 1957. 16 figs., 29 refs. 


While accepting the occurrence of intermediate forms, 
the authors classify the non-leukaemic tumours of lym- 
phoid tissue in three main groups: (1) lymphosarcoma, 
predominantly made up of lymphocyte-like cells, (2) 
reticulum-cell sarcoma, and (3) Hodgkin’s disease, in 
which proliferation of both cell types occurs. Within 
Groups 1 and 2 they recognize the occurrence respec- 
tively of follicular lymphoma and Hodgkin’s paragranu- 
loma (which they prefer to call reticular lymphoma). 
These two sub-types are worthy of separate recognition 
not only because of their histological characteristics, but 
also because they bear a better prognosis. In the case 
of undifferentiated tumours of lymphoid tissue associated 
with a bad prognosis the authors prefer not to attempt 
to identify the cell type, but to use a group title of ana- 
plastic sarcoma of lymphoid tissue. On this basis they 


‘have analysed a series of 602 cases seen at the West- 


minster Hospital, London. Of the 369 patients who were 
available for a 5-year follow-up study, 129 survived for 
that period or longer. With the exception of follicular 
lymphoma and reticular lymphoma the analysis of each 
type of tumour is concerned only with those patients 
who survived for more than 5 years, the remainder being 
used for comparison. 

The entire series included 35 cases of follicular lym- 
phoma, 22 men and 13 women being affected, of whom 
19 survived more than 5 years. At the time of first 
attendance only 4 patients had positive clinical features 
other than swelling of lymph nodes. When dissemina- 
tion of the disease did occur it did so in a haphazard 
manner and usually within 2 or 3 years of biopsy. There 
were 36 cases of reticular lymphoma in 33 men and 3 
women, of whom 24 were under the age of 35. When 
first seen only 3 patients had symptoms other than 
swelling of lymph nodes. Of this group, 27 survived 
more than 5 years, and in 13 of these cases the disease 
remained restricted to its original site. When histo- 
logical change occurred it was towards anaplastic 
sarcoma rather than towards Hodgkin’s disease. It is 
suggested that treatment of the localized disease by 
surgery or irradiation may have a place in the treatment 
of reticular lymphoma. 

The authors were surprised to find in the 5-year 
follow-up of the 64 patients with reticulum-cell or ana- 
plastic sarcoma that 6 had survived for that period, 
whereas the average survival was less than 2 years. The 
original histological diagnosis in these 6 cases was re- 


assessed and confirmed, and it was noted that in the sur- 
vivors, in striking contrast to the remainder, the disease 
was initially strictly localized and there was a complete 
absence of deterioration of general health despite the 
apparently extreme malignancy of the histological appear- 
ances. Of the 63 patients with lymphosarcoma similarly 
studied, 10 lived longer than 5 years, the survivors being 
again distinguished from the rest in that all were in good 
general heaith at the time of onset, when the disease was 
apparently unifocal, and also in that 8 of them were over 
the age of 40. Of the 194 patients with Hodgkin’s disease 
available for follow-up, 67 lived more than 5 years. 
In most of these 67 cases the age of onset was between 
20 and 40, and only 5 of the patients complained of 
upset in general health at that time. Attention is drawn 
to the frequency of occurrence of an orderly spread of the 
disease from one group of lymph nodes to the next. 
Because of this feature it is suggested that in the radio- 
therapy of Hodgkin’s disease it might be desirable to 
treat not only the group of nodes involved, but also the 
group most likely to be next involved, as advocated by 
Peters (Amer. J. Roentgenol., 1950, 63, 299; Abstr. Wid 
Med., 1950, 8, 277). 

[This paper, which is illustrated by good photomicro- 
graphs, should be read in full by all who are interested 
in its subject.] A. G. Baikie 


1139. Epidemiological Evidence on the Nature of Hodg- 
kin’s Disease 

B. MAcManuon. Cancer [Cancer (Philad.)] 10, 1045- 
1054, Sept.-Oct., 1957. 6 figs., 34 refs. 


This paper from the State University of New York 
reports an investigation into the incidence of Hodgkin’s 
disease by methods similar to those previously applied 
by the author to the study of leukaemia (Blood, 1956, 11, 
871; Abstr. Wild Med., 1957, 21, 187). From a survey 
of hospital records and death certificates 573 residents 
of Brooklyn, New York, were found to have been diag- 
nosed:as suffering from Hodgkin’s disease, with histo- 
logical confirmation, between 1943 and 1952, this figure 
being thought to represent as nearly as possible the total 
incidence of the disease in this area. The total included 
546 white persons, representing an annual incidence in 
the white population of the borough of 21-5 per million. 

Analysis of the incidence according to age at diagnosis 
or death showed two peaks, one in young adult life and 
the other after the age of 40. Similar bimodal age-inci- 
dence curves have emerged from other studies of the 
epidemiology of Hodgkin’s disease in the U.S.A., and 
also in Denmark, the Netherlands, and Switzerland. In 
contrast, the incidence in both Australia and Japan shows 
no peak in the younger age groups. It is pointed out that 
bimodal age-incidence curves may indicate either that 
different aetiological mechanisms are operating at 
different ages or that the original classification includes 
two distinct diseases. These possibilities are discussed 
in relation to the infective and neoplastic concepts of the 
aetiology of the disease. While drawing attention to 
the notably high incidence of the disease in younger per- 
sons in “‘ the three traditional dairy-producing countries ” 
of Europe as warranting further investigation, the author 
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considers that epidemiological studies offer no evidence 
as to the fundamental nature of the disease in this age 
group, the early peak of incidence having no parallel in 
any known neoplastic disease. On the other hand 
Hodgkin’s disease in older people has features character- 
istic of aneoplasm. The parallel in age-specific incidence 
between Hodgkin’s disease and reticulum-cell sarcoma is 
noted, and attention drawn to the virtual restriction of 
sarcomatous change to the disease as it occurs in older 
people. 

Because of the bimodal form of the age—-incidence curve 
the population was divided into those under and those 
over 40 for consideration of the incidence of the disease 
in relation to sex, race, and religion. Of the 546 white 
patients, 58-8°% were males, the male predominance being 
more marked in the older age group. The incidence 
among negroes would appear from this investigation to 
be less than among white persons, but not so much less 
as has been suggested by previous studies of mortality 
statistics. The incidence of Hodgkin’s disease, like those 
of leukaemia and lymphosarcoma as previously deter- 
mined, was higher among Jewish than among non-Jewish 
persons in Brooklyn. However, this difference was seen 
only in patients over the age of 40. A. G. Baikie 


BLOOD TRANSFUSION 


1140. Massive Blood Replacement. V. Failure to Ob- 
serve Citrate Intoxication 

W. S. How anpb, J. W. BELLviLLe, M. B. Zucker, P. 
Boyan, and E, E. Cuirrron. Surgery, Gynecology and 
Obstetrics [Surg. Gynec. Obstet.] 105, 529-540, Nov., 
1957. 5 figs., 21 refs. 


An investigation was carried out at the Memorial 
Center for Cancer and Allied Diseases and the Sloan— 
Kettering Institute, New York, into the metabolism of 
citrate and the effects of the infusion of blood and other 
fluids containing citrate. The plasma citric acid content 
was first determined in 127 fasting patients who had 
received preoperative medication but were not yet anaes- 
thetized. The mean values were 0-80 (S.D. 0-8) mg. per 
100 ml. in males and 1-08 (S.D. 0-9) mg. per 100 ml. in 
females. Among pregnant women the mean plasma 
citric acid level during the first 3 months of pregnancy 
(6 patients) was 2-36 (S.D. 2-5) mg. per 100 ml., in the 
second 3 months (54 patients) 2-04 (S.D. 1-5) mg. per 
100 ml., and in the last 3 months (55 patients) 1-47 
(S.D. 0:27) mg. per 100 ml. In 22 patients with liver 
disease (mostly metastatic carcinoma of the liver), the 
mean plasma citric acid level was 0-57 (S.D. 0-47) mg. 
per 100 ml. 

Infusion of acid citrate dextrose solution into 3 
anaesthetized patients at rates providing the equivalent 
of 6:25 to 8-6 mg: of citric acid per kg. body weight per 
minute resulted in a rise in the plasma calcium and 
potassium levels and prolongation of the corrected Q-T 
interval in the electrocardiogram. The plasma citric 
acid level rose rapidly during the infusion and returned 
to normal 40 minutes after its cessation. Little increase 
in citric acid content was found in the urine. There was 
no tetany or hypotension, nor was any change detected 
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in the blood clotting mechanism. The Q-T interval 
had returned to normal before the infusion was stopped, 
and the plasma calcium and potassium levels returned to 
normal within an hour. When bank blood, containing 
300 to 450 mg. of citric acid per 100 ml. plasma, was 
transfused during and after operation into 77 patients 
the plasma citric acid level was found to vary with the 
rate of transfusion, not with the total quantity transfused, 
rising about 8 mg. per 100 ml. for every 1 mg. of citric 
acid per kg. per minute transfused. The maximum 
level reached was 173 mg. per 100 ml. A peak value of 
44 mg. per 100 ml. was observed in a patient undergoing 
partial hepatectomy who received a transfusion at the 
rate of 3-7 mg. of citric acid per kg. per minute, the rate 
of removal of citric acid from the blood being calculated 
to be the same in this patient as in the others of the 
series. Vascular oozing occurred during operation in 
17 cases, but this was not related to the plasma citric 
acid level, since it did not occur in many cases in which 
the plasma citric acid level was high. 

The authors consider that in most patients the de- 
pression of ionized.calcium concentration in the plasma 
resulting from citrate infusion is only temporary, the 
level being restored by the release of calcium from bone. 
No cases of citrate intoxication due to a deficiency of 
ionized calcium were observed in the present series. 
In the authors’ opinion cardiovascular disturbances 
which may occur during massive blood transfusion are 
due principally to factors other than the administration 
of citrate. M. Lubran 


1141. Experimental Data on the Effects of Transfusions 
of Citrated Blood on the Electrolyte Balance. (Docu- 
ments expérimentaux sur les répercussions électrolytiques 
des transfusions de sang citraté) 

P. MALLET-Guy, P. CANAL, E. BAILLY, D. DUFFRENE, and 
H. CaNnayer. Lyon chirurgical [Lyon chir.] 53, 823-835, 
Nov., 1957. 7 figs. 


In experiments carried out in the Surgical Patho- 
logical Laboratory of the Lyons Faculty of Medicine, 
the effect on blood electrolyte levels and on the 
electrocardiogram of the transfusion of large amounts of 
citrated blood was studied in 20 dogs rendered acutely 
anaemic by the removal of 30 to 35% of their blood 
volume, fresh or stored blood (less than 3 days old) 
equal in volume to the amount lost being given. There 
was a small increase in the plasma sodium content, a 
small decrease in the plasma calcium content (which 
could be prevented by giving calcium chloride solution 
intravenously at the end of the transfusion), and a more 
marked elevation of plasma potassium content. There 
was a simultaneous reduction of the intracellular potas- 
sium level, suggesting that transfer of potassium from the 
cells to the extracellular fluid had taken place. 

In electrocardiograms recorded during exsanguination 
and transfusion the abnormalities observed were in the 
main due to anoxia, shock, and respiratory changes, the 
transfusion having little effect. The administration of 
calcium chloride protected the heart against vagal in- 
hibition. The authors conclude that the citrate content 
of transfused blood is not harmful. M. Lubran 
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Respiratory System 


1142. Hypoplasia of the Lobar Pulmonary Arteries. A 
Report of Three Cases 


J. R. BELCHER and J. N. Pattinson. Journal of Thoracic 


Surgery [J. thorac. Surg.] 34, 357-364, Sept., 1957. 10. 


figs., 17 refs. ‘ 


In this paper from the London Chest Hospital atten- 
tion is drawn to a syndrome in which abnormal radio- 
translucency of a lobe occupying less space than normal 
‘s associated with bronchial abnormalities, a small lobar 
artery, and a low uptake of oxygen in spite of normal 
ventilation. In young adults the presenting symptoms 
are dyspnoea and bronchitis. The authors describe 3 
cases in detail. In their view hypoplasia of the pul- 
monary artery is the primary condition, and to establish 
‘he diagnosis adequate bronchography, angiography, and 
oronchospirometry are necessary. C. A. Jackson 


1143. Multiple Bronchostenoses Due to Sarcoidosis. 
Report of Two Cases 


'M. Honey and E. Jepson. British Medical Journal (Brit. 


ned. J.] 2, 1330-1334, Dec. 7, 1957. 5 figs., 16 refs. 


The authors report, from the Brompton Hospital, 
London, 2 cases of multiple bronchostenoses, in which 
‘here was no clinical evidence of associated tuberculosis 
and sputum culture and the results of tuberculin tests 
‘vere negative. The main clinical features were recurrent 
bronchopulmonary infections, stridor, and progressive 
dyspnoea. In biopsy specimens from the bronchi dis- 
crete, non-caseating, epitheloid follicles were found. 
Chest radiographs showed opacities, presumably areas 
of atelectasis distal to infected stenosed bronchi. The 
authors consider that the radiological appearances were 
consistent with a diagnosis of sarcoidosis, although no 
other sarcoid lesions were found. Treatment consisted 


in prolonged administration of antituberculous drugs © 


together with cortisone or prednisone. In both cases 
there was clinical and radiological improvement, and in 
one the stenosis of some of the bronchi appeared to be 
less. It is concluded that bronchial biopsy should be 
carried out in all cases of non-tuberculous broncho- 
stenosis, and that when active lesions are found combined 
treatment with steroids and antituberculous drugs should 
be instituted. D. Goldman 


1144. Primary Carcinoma of the Lung. An Analysis of. 


186 Cases from Ulleval Hospital, Department III, 1945- 
1954 

S. Hsort and R. O. Liep. Journal of the Oslo City 
Hospitals [J. Oslo Cy Hosp.] 7, 184-191, Nov., 1957. 
3 figs., 9 refs. 


Ulleval Hospital is the treatment centre for bronchial 
carcinoma in Oslo, and the 186 cases of this disease 
admitted to the hospital between 1945 and 1954 have 
been analysed with regard to age at onset, initial 
symptomatology, duration of symptoms before ad- 
mission, histological type and location of the tumour, 


bronchoscopic findings, surgical treatment, duration of 
life after diagnosis, and post-mortem findings. 
Pneumonectomy was carried out on 75 patients and 
lobectomy on 18; the remaining 93 cases (that is, 50% 
of the series) were considered to be inoperable on the 
basis of clinical evidence or findings at exploratory 
thoracotomy. In all the inoperable cases the patient 
died during the period of observation, 95°% of them 
within one year of the diagnosis. Of those subjected to 
operation, 20°% were alive after 3 years, but they included 
the less advanced cases. The immediate postoperative 
mortality was 12-9°%. K. C. Robinson 


1145. Pleural Neoplasms _ 

J. SMART and K. F. W. Hinson. British Journal of 
Tuberculosis and Diseases of the Chest [Brit. J. Tuberc.] 
51, 319-330, Oct., 1957. 4 figs., bibliography. 


The authors discuss the diagnosis, treatment, post- 
mortem appearances, and possible modes of origin of 
pleural neoplasms. The main symptoms are dyspnoea 
and pleuritic pain, and the signs are those of a pleural 
effusion. The absence of any considerable amount of 
cough or sputum and of haemoptysis is stressed. Re- 
peated aspirations of pleural fluid may be necessary. 
The fluid, at first straw-coloured and possibly containing 
endothelial cells, later becomes blood-stained. Radio- 
logical examination may show irregularity and consider- 
able thickening of the pleura, which is better seen after 
air replacement. Thoracoscopy may reveal many small 
pleural tumours and biopsy specimens can be taken. 
Bronchoscopy usually reveals little, apart from some 
distortion of the bronchial tree. In the differential diag- 
nosis tuberculous effusion, effusions accompanying lung 
infections and bronchial carcinoma, chylous effusions, 
and pleural involvement by a tuberculous paravertebral 
abscess have to be considered. Pleural neoplasm may 
spread from the pleural cavity into the chest wall, peri- 
cardium, diaphragm, or the peritoneal cavity; rarely, 
metastases may occur, usually in the axilla. 

The authors report a series of 24 cases in 13 men 
and 11 women aged 31 to 72 years. In 4 instances 
carcinoma of the breast or rectum had been previously 
treated and in 3 others necropsy revealed growths in the 
stomach, prostate, or lung. In other cases pleural 
biopsies showed undifferentiated, squamous, or adeno- 
carcinomatous changes. Treatment in 10 cases con- 
sisted in the intrapleural instillation of 100 mc. of 
radioactive gold; in all but one of these the rate of fluid 
formation was greatly reduced. The preponderance of 
right-sided lesions (19 out of the 24) in the series cannot 
be explained, but the authors postulate that previous 
radiotherapy by obliterating lymphatic channels, or 
previous tuberculosis by rendering them more permeable, 
may dictate the side on which the lesion occurs. They 
consider that although a primary origin of the growth in 
the pleura cannot be denied, most pleural neoplasms seem 
to result from primary growths elsewhere. L. Capper 
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Urogenital System 


1146. Oliguria with Urine of ‘‘ Fixed ’’ Specific Gravity 
A. M. J. F. Mowsray, and K. DoRMANDY. 
Lancet [Lancet] 2, 864-867, Nov. 2, 1957. 1 fig., 3 refs. 


From St. Mary’s Hospital, London, a study is reported 
of the effect of a diet of glucose or lactose and water 
on the volume, osmolarity, and specific gravity of urine 
in 3 healthy subjects. The reduction in solute and water 
excretion was considerable, and in 2 subjects oliguria 
with specific gravity in the range 1-008 to 1-014 was 
achieved. [It is conceivable that parenteral feeding of 
water and glucose in a variety of clinical conditions could 
also result in such oliguria with “* fixed ” specific gravity, 
thereby simulating acute renal failure. In such a 
“* physiological” oliguria, however, the urinary urea 
concentration should be higher and the urinary sodium 
concentration should be lower than those observed in 
acute renal failure.] K. G. Lowe 


1147. An Abnormality in Renal Function Resulting from 
Urinary Tract Obstruction 

N. S. Bricker, E. I. SHwayri, J. B. REARDAN, D. 
KeELLoG, J. P. MERRILL, and J. H. HoLMes. American 
Journal of Medicine [Amer. J. Med.] 23, 554-564, Oct., 
1957. 13 refs. 


This paper from the Universities of Harvard, Boston, 
and of Colorado, Denver, describes 4 cases in which 
polyuria of up to 15 litres per day occurred after the relief 
of mechanical urinary obstruction by catheterization. 
There was a notable concurrent loss of sodium, up to 
1,900 mEq. per day. The results of clearance studies 
carried out during the polyuria seemed to suggest that 
these patients were in osmotic diuresis, with sodium 
or chloride, or both, as the loading solute. Evidence is 
presented to show that distal tubular reabsorption of 
sodium and chloride was taking place, and that in order 
to account for the observed levels of excretion an impair- 
ment of proximal reabsorption of these electrolytes must 
be involved. . [It is apparent from the protocols and 
tabulated results that potassium excretion was also high 
during the phase of polyuria.] D. A. K. Black 


' 1148. Treatment of Renal Failure with the Disposable 
Artificial Kidney. Results in Fifty-two Patients 

S. AoyAMA and W. J. Korrr. American Journal of 
Medicine [Amer. J. Med.] 23, 565-578, Oct., 1957. 6 
figs., 4 refs. 


At the Cleveland Clinic Foundation, Ohio, 90 dialyses 
were carried out during 1956 on 52 patients by means of 
the Kolff disposable artificial kidney. This apparatus 
gives a urea clearance of 105 ml. per minute, and a 
dialysis can be carried out in 5 to 6hours. Of 29 patients 
treated for “ acute uraemia”’ 15 survived, and in 11 of 
these dialysis was considered to have been a critical 
factor in determining their recovery. The other 23 
patients were suffering from chronic renal failure, and 


some clinical improvement was achieved by dialysis. 
During dialysis in acute uraemia the clinical state im- 
proved and the blood pressure commonly fell; indeed in 
6 patients hypotension occurred, with a diastolic pressure 
below 20 mm. Hg. In a few of the patients the urinary 
output fell transiently after dialysis. The conduct of 
dialysis is discussed and illustrated by 4 case reports. 
D. A. K. Black 


1149. Acute on Unrelated to Group A Hemolytic 


Streptococcus Infection. Report of Ten Cases 
R. C. Bates, R. B. JENNINGS, and D.P.EARLE. American 
Journal of Medicine [Amer. J. Med. 23, 510-528, Oct., 
1957. 21 figs., 45 refs. 

The authors present a report on 10 cases of “ acute 
nephritis ” in young naval recruits observed at the Naval 
Hospital, Great Lakes, Illinois, during 1956, of whom 8 


were admitted between January and April, one in June, ° 


and one in July; these last 2 cases differed somewhat 
from the other 8. In 9 of the patients there was a history 
of acute pharyngitis within 5 days of the onset of the 
renal disease, but there was no evidence, either serological 
or from the few throat swabs taken, that this was due 
to a haemolytic streptococcus. The presenting clinical 
feature in 7 cases was haematuria, and this was an inci- 
dental microscopical finding in the other 3 when they 
were examined for the pharyngitis. Slight periorbital 
oedema was present in 2 cases and hypertension for one 
or 2 days was noted in another 2. Renal function was 
only slightly affected. Proteinuria was present in all 
cases, but this cleared quickly whereas the microscopic 
haematuria persisted for several months in most cases. 
Satisfactory renal biopsy specimens, obtained in 8 of 
the cases, revealed very mild glomerular damage as com- 
pared with that found in 11 patients seen elsewhere with 
acute nephritis following haemolytic streptococcal infec- 
tion. The latter cases also differed clinically from the 
Great Lakes group in showing a longer period between 
the initial pharyngitis and the onset of renal disease, 
and more oedema, hypertension, and renal impair- 
ment, but less haematuria. It is concluded that “ acute 
haemorrhagic nephritis ” can be associated with pharyn- 
gitis which is not due to infection with a Group-A 
haemolytic streptococcus. C. Bruce Perry 


1150. Complement-fixing Antibody Response to M-protein 
of Nephritogenic Streptococci in Glomerulonephritis 

M. Bons, A. I. BRAUDE, and H. KLEINMAN. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.} 50, 


705-711, Nov., 1957. 11 refs. 


It has been suggested that only certain types of strepto- 
cocci have nephritogenic properties. If this is so 
patients with glomerulonephritis should develop type- 
specific antibodies. In this paper from Southwestern 
Medical School, Dallas, Texas, a complement-fixation 
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test for the detection of such antibodies to streptococcal 
M-protein is described. Three groups of subjects were 
tested: (1) 54 Indian children from Red Lake, Minnesota, 
who had suffered from acute epidemic glomerulonephritis 
2 years previously; (2) 52 cases of sporadic glomerulo- 
nephritis in which the patients’ serum was tested at the 
height of the illness and for periods up to 36 months 


following recovery; (3) a control group consisting of 


52 adults who had not suffered from glomerulonephritis. 


Antigens were prepared from Group-A streptococci of_ 


Types 3, 12, and 40, and a new (provisional) Red Lake 
(R.L.) type. 

All but one of the sera from the epidemic nephritis 
group gave a positive complement-fixation reaction with 
R.L. extract and 33 of the 54 did so with Type-12 extract. 
The 52 sera from the sporadic nephritis group reacted 
as frequently with R.L. antigen as with Type-12 antigen; 
indeed there was a marked overlap in reactions to these 
two antigens, suggesting that a common antigenic sub- 
stance may be shared by the nephritogenic streptococci. 
When serial tests were performed over a period of time, 
however, it was shown that one antibody consistently 
predominated, and the streptococcus to. which this 
dominant antibody corresponded was regarded as the 
pathogenic organism. The nephritic sera gave only a few 
reactions with antigens of Type 3 and Type 40, and these 
at low titre, thus supporting the type-specificity of the 
-omplement-fixation test. Among the 52 sera from the 
10n-nephritic control subjects, 18 gave high antistrepto- 
'ysin titres, but only 2 reacted against R.L. antigen and 
one against Type-12 antigen in low titres. It is con- 
cluded that these results support the specificity of the 
ests used in this study. G. W. Csonka 


(151. The Nephrotic Syndrome. Clinical Observations 
on Therapy with Prednisone and Other Steroids 

H. C. GoopMAN and J. H. Baxter. Journal of the 
imerican Medical Association [J. Amer. med. Ass.] 165, 
(798-1808, Dec. 7, 1957. 6 figs., 18 refs. 


Of 20 patients with complete idiopathic nephrotic 
syndrome, 12 are well, 4 are improved, and 4 are un- 
improved or dead after steroid therapy. Steroid treat- 
ment was ineffective in one additional patient with 
nephrotic syndrome due to renal amyloidosis and in 3 
patients with proteinuria but without the hypo- 
albuminemia and hyperlipoidemia seen in the classical 
nephrotic syndrome. 

The therapeutic regimen found effective for the 
majority of patients was the daily administration of 
40 mg. prednisone or 160 mg. hydrocortisone for as long 
as necessary to achieve the maximum clearing of pro- 
teinuria and increase in serum proteins, usually about 
one month, followed by gradual reduction of the dosage. 
In responsive patients a diminution in proteinuria was 
observed within the first 10 days of steroid therapy. 
In 6 patients who responded well but relapsed at various 
periods after discontinuing therapy, the initially effective 
regimen was repeated with success. Only one patient 
required maintenance therapy for recurrent relapses 
and in this case maintenance dosage below full thera- 
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peutic dosage was not successful. The simplest and 
most sensitive indication of a change in the disease was 
provided by frequent determination of the 24-hour urine 


protein. We have sharply distinguished between the . 


diuresis accompanying a real remission and the “* sympto- 
matic” diuresis which may occur on discontinuing 
therapy in patients who have had no change in proteinuria 
or serum proteins. 

In this series of patients the response to steroid therapy 
in adults did not differ greatly from that in children, and 
microscopic hematuria and moderate renal insufficiency 
did not necessarily preclude a good response. No essen- 
tial difference in effectiveness or side-effects was noted 
between prednisone and hydrocortisone.—{Authors’ 
summary.] 


1152. A Clinocopathologic Study of Chronic Renal Vein 
Thrombosis in Adults 

J. Hasson, J. I. BERKMAN, J. G. PARKER, and H. RIFKIN. 
Annals of Internal Medicine [Ann. intern. Med.| 47, 493- 
517, Sept., 1957. 5 figs., 19 refs. 


The authors describe 6 fatal cases of bilateral renal 
vein thrombosis associated with the nephrotic syndrome 
seen at the Montefiore Hospital, New York, in patients 
aged between 32 and 72 years, of whom 3 were male and 
3 female. 

Of the 4 patients in heart failure, one had rhenmetic 
heart disease and in 2 of the others, who had diabetes, 
myocardial infarcts were found; the fourth patient, 
who had had previous lumbar pain and hypertension, 
presented with oedema and a chylous pleural effusion. 
Of the 2 remaining patients one had carcinomatosis from 
a primary growth of the breast and the other had amyloi- 
dosis complicating ulcerative colitis and an inoperable 
carcinoma of the rectum. In all cases there was protein- 
uria and a reduced or reversed albumin: globulin ratio. 
The serum cholesterol level was raised in the 5 cases in 
which it was estimated. Hyaline and granular casts 
were found in the urine in all cases, but the blood urea 
level was normal at first, rising only terminally in 2 cases. 
In 4 of the patients occlusion or narrowing of the inferior 
vena cava or the iliac veins might have contributed to 
the oedema in the legs. 

In 3 cases the renal histological appearances were com- 
plicated by the presence of amyloidosis, arteriosclerotic 
changes, and diabetic glomerulosclerosis respectively. 
At necropsy on the 2 patients with uncomplicated renal 
vein thrombosis the kidneys showed interstitial fibrosis, 
tubular atrophy, and thickening of the glomerular capil- 
lary basement membranes which increased with the 
duration of the condition. Sudanophilic fat and doubly 
refractile lipoid bodies were found in the proximal con- 
voluted tubules, and these represented the only abnormal 
findings in the patient who developed a nephrotic syn- 
drome one week before death. The authors discuss 
thickening of the glomerular capillary basement mem- 
brane, tubular atrophy, and changes in electrolyte 
excretion as possible factors in the pathogenesis of the 
nephrotic syndrome in bilateral thrombosis of the renal 
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1153. The Influence of Senescence on Thyroid Function: 
Functional Changes Evaluated with 1!31 

D. L. WiLansky, L. G. S. NEwsHAM, and M. M. Horr- 
MAN. Endocrinology [Endocrinology] 61, 327-336, Oct., 
1957. 2 figs., 15 refs. 


The authors report, from McGill University, Montreal, 
a study of the effect of age on thyroid function in rats, 
in which a group of young rats, aged 4 to 5 months, was 
compared with a group of older rats, aged 24 to 25 
months. Both groups received an intraperitoneal injec- 
tion of 15 uc. of radioactive iodine (131]) and estimations 
of thyroid uptake were made in vivo and in vitro. Though 
the older rats had a lower thyroid weight per 100 g. 


body weight, the thyroid weight calculated per unit 


metabolic mass was similar in the two groups. 

It was shown that the 40-hour uptake of 131I was 
significantly higher in the young animals, as was also 
the subsequent 24-hour uptake of doses calculated for 
metabolic mass. It was likewise shown that in the 
younger group the release of organically bound 1311 was 
more rapid, the biological half-like of 131I being 3-1 days 
in the young and 4-0 days in the old animals. Since 
exogenously administered thyroxine suppresses thyroid 
hormone secretion, the effect of age on thyroid secretory 
activity was studied by giving subcutaneous doses of 
L-thyroxine daily to pairs of young and old rats, the 
smallest dose capable of inducing maximal suppression 
of 131] release being taken as the measure of thyroid 
secretion. This dose was 1:75 yg. of thyroxine per 
unit metabolic mass for old animals, as against 2-25 yg. 
for the young rats. The total iodine content and the 
plasma-bound iodine content of 10 mg. of thyroid gland 
tissue per unit metabolic mass in animals given an iodine- 
deficient diet for 10 days was equal in both groups, as 
were the values for plasma protein-bound and inorganic 
iodine. Since there is evidence against the existence of 
a hypothyroid state in senescence the authors suggest 
that the diminished thyroid secretion rate in the older 
animals may be a homeostatic adaptation to increased 
responsiveness of target tissues to thyroid hormone, or 
perhaps to diminished inactivation or excretion of the 
hormone. J. N. Agate 


1154. Manifestations of Suprarenal Insufficiency Occur- 
ring with Pituitary Tumours 

A. JEFFERSON. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 20, 265-275, 
Nov., 1957. 2 figs., 22 refs. 


Some of the symptoms and signs of adrenal failure 
may closely mimic those of organic brain disease. When 
the adrenal failure is secondary to a known pituitary 
chromophobe adenoma the clinical picture may be 
ascribed to extension of the tumour—and the mistake 
may cost the patient his life. In this paper from the 
Radcliffe Infirmary, Oxford, the author discusses his 
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observations in 135 cases of pituitary chromophobe 
adenoma and in 31 cases of Rathke pouch cyst. 

The well-known symptoms of adrenocortical hypo- 
function include asthenia, anorexia, abdominal pain, 
nausea and vomiting, and a fall in the blood pressure; 
but relatively little attention has been paid by British 
workers to such signs as concurrent personality changes, 
restlessness, delirium, photophobia, meningism, convul- 
sions, opisthotonus, and coma, although these have 
been noted by numerous French authors. The case 


histories of 2 patients with primary adrenal failure who © 


manifested such cerebral symptoms are presented. Cases 
are then described to illustrate adrenocortical hypofunc- 
tion as the presenting feature of pituitary tumour, either 
before visual signs have occurred, or early. or late in the 


postoperative period. Such symptoms may persist for | 


many years. 

Mental disturbance in the postoperative phase occurred 
in 20 out of 67 male and in 9 of 50 female patients with 
pituitary chromophobe adenoma. Considering in retro- 
spect the history of the patients who died, the author 
concludes that it seems probable that death occurred 
because of adrenocortical failure in about one-half of 
these cases. Pallor without pigmentation, scaliness of 
the face, mental confusion, meningism, incontinence, 
headache, and gastro-intestinal disorders are all possible 
manifestations of hypoadrenalism in patients with 
pituitary disease. The investigations of the greatest 
diagnostic importance are the water-loading test and the 
same test repeated after administration of 50 mg. of 
cortisone by mouth 4 hours before ingestion of the test 
dose of water. Inregard to treatment, hormone replace- 
ment therapy proved remarkably effective in 17 of the 
patients studied, the majority doing well on 12:5 mg. of 
cortisone daily. Thyroid extract was given if indicated, 
and methyl testosterone also was usually given, in doses 


of 25 to 50 mg. daily to males and of 5 to 10 mg. daily to © 


females. Kenneth Stone 


1155. Inhibitory Effect of Perthane (2: 2-Bis-[para- 
ethylphenyl]-1: 1-dichloroethane) on Adrenocortical Func- 
tion in Human Subjects 

I. TALIAFERRO and L. LEONE. 
Medicine [New Engl. J. Med.| 257, 855-860, Oct. 31, 
1957. 7 figs., 19 refs. 


New England Journal of 


The insecticide perthane”’ (2:2-bis-[para-ethyl- 
phenyl]-1:1-dichloroethane) is structurally related to 
DDD and DDT. It has been reported that DDD 
produces adrenocortical atrophy in the dog, and this 
also appears to be true of perthane, which is the‘diethyl 
derivative of DDD. The effect of perthane on adreno- 
cortical activity was therefore investigated at the Medical 
College of Virginia, Richmond, in 14 patients with car- 
cinoma, in the hope that it might be possible to obtain 
some clinical improvement in the disease by effecting a 
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** chemical adrenalectomy”. Of these patients, 9 had 
carcinoma of the prostate with metastases and 5 car- 
cinoma of the breast with metastases. Various doses 
of perthane were tried and it was found that 150 to 300 
mg. per kg. body weight per day given as a 20% solution 
in corn oil was necessary to produce significant effects. 
The drug was nauseating in this form, but all attempts to 
overcome the difficulty by giving it as an aqueous sus- 
pension or in enteric-coated capsules were unsuccessful. 

When given in a dosage of 50 mg. per kg. daily for up 
to 11 days to 4 patients perthane was ineffective in lower- 
ing the level of 17-hydroxycorticosteroids in the plasma, 
except in one case in which the level had been abnor- 
mally high. The same dose of perthane was then shown 
to be ineffective in combating the rise in the plasma level 
of. 17-hydroxycorticosteroids produced by injecting 
ACTH. However, an increase in the dose of perthane 
to 150 mg. per kg. daily did reduce the response of the 
adrenal cortex to ACTH, as measured by determination 
of the plasma 17-hydroxycorticosteroid level. Insulin 
tolerance tests: (4 patients) and water diuresis (5 patients) 
showed no change that could be attributed to perthane; 
blood pressure and weight were not specifically affected. 
Toxic effects consisted for the most part in nausea, 
diarrhoea, and vomiting, which were severe enough 
in some patients to compel cessation of treatment. 
Thrombocytopenia and leucopenia occurred in one 
patient, but disappeared when perthane was stopped and 
prednisone therapy substituted. One patient died, but 
there was no evidence that the death was in any way 
connected with perthane. The courses of treatment with 
perthane were of short duration and, as was to be 
expected, did not influence the course of the disease. 

P. A. Nasmyth 


1156. Premature Sexual Maturation in a Case of Andro- 
blastoma of the Testis. (K sonpocy o npexmespemex- 
HOM MOJIOBOM COS8peBaHHH B CBA3H C 
NOOBLIX 

M. F. TRAPEZNIKOVA. u 


opmonomepanuu [Probl. Endokr. Gormonoter.] 3, 124- 
128, No. 5, Sept.—Oct., 1957. 4 figs., 7 refs. 


After briefly reviewing. the causes of sexual precocity 
in children the author presents a case of tubular adenoma 
(a variety of androblastoma) in a boy aged 9, who at the 
age of 7 manifested precocious development of the 
external genitals, hirsutism, and a hoarse voice. At 8 
years he had the appearance of a boy twice his age, and a 
painless tumour of the right testis was noticed by his 
parents. At 84 years he developed a severe acneiform 
eruption on the face, chest, back, and thighs. At the 
time of examination he was 4 ft. 104 in. (1-5 metre) in 
height, weighed 7 st. 12 Ib. (50 kg.) and the blood pressure 
was 85/60 mm. Hg. The breasts were enlarged. No 
abnormal physical signs were found in the heart or lungs 
and no tumour or tenderness in either loin. The prostate 
gland was enlarged to the size of a chestnut, but was 
elastic and painless. In the right half of the scrotum a 
firm elastic tumour with a slightly irregular surface was 
palpable; it was not translucent. The external genital 
organs corresponded in size to those of an adult male. 


The left testis was undescended. The blood sugar 
and cholesterol levels were normal, and pyelography 
and radiography with retropneumoperitoneum showed 
nothing abnormal. Radiography of the skeleton showed 
premature synostosis. The urinary 17-ketosteroid ex- 
cretion was 9-8 mg. in 24 hours. 

On removal, the testicular tumour was found to be 
oval in shape, measuring 12x8 cm. It contained a 
number of cavities in which there was blood-stained fluid. 
The main mass of the tumour was of a whitish colour, 
with foci of haemorrhage. Microscopically, it presented 
a typical picture of tubular adenoma, containing epithelial 
elements of the type of Sertoli’s cells and interstitial cells 
of Leydig. The presence of both of these types of cell 
explains the simultaneous feminizing and masculinizing 
features observed in this patient. At follow-up 3 months 
after the operation his acne had almost disappeared, 
although the signs and symptoms of premature sexual 
maturity remained without perceptible change. 

L. Firman-Edwards 
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1157. Influence of the Arylsulfonylureas on Thyroid Func- 
tion in Older Diabetic Men and Women 

W. Seecers, T. H. McGavack, H. O. Haar, V. O. 
Erk, and B. SPELLEN. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 5, 739-746, Aug., 1957. 
3 figs., 10 refs. 


Bearing in mind the fact that carbutamide and the 
closely related tolbutamide are sulphonamides, the 
authors have studied, at New York Medical College, their 
effect upon thyroid function in 55 older diabetic patients 
being treated with these oral hypoglycaemic agents. ae 
The ages of the 23 men and 32 women ranged from 57 ay 
to 91 years. As criteria of thyroid function the general 
condition of the patient, the level of serum protein- 
bound iodine, the basal metabolic rate, and the thyroidal 
uptake of radioactive iodine were studied. 

None of the patients appeared to be hypothyroid at att 
any time during treatment with either carbutamide or ie 
tolbutamide. There was no significant alteration in the 
basal metabolic rate as the result of the administration 
of either drug in a dosage of 1 g. daily for periods of up 
to 20 weeks. With a dosage of 2 g. daily there was a 
tendency of the basal metabolic rate to fall in some 
patients given carbutamide for 9 weeks, but no similar : 
trend was apparent in those given tolbutamide in similar 
dosage and for periods up to 17 weeks. The concentra- 
tion of serum protein-bound iodine was not significantly 
changed when either drug was given in a dosage of 1 g. 
daily for up to 20 weeks, although with larger doses of 
carbutamide the level tended to fall; the changes, how- = 
ever, were not statistically significant. Further, the oo 
long-continued administration of either carbutamide or j 
tolbutamide in a dose of 1 g. daily caused no marked 
change in uptake of radioactive iodine by the thyroid. 
However, when the dose of carbutamide was increased 
to 2 g. daily there was a significant depression of iodine 
uptake. The authors conclude from these results that 
carbutamide should not be used as a hypoglycaemic agent 
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in doses of 2 g. or more daily because of its depressive 
action on thyroid function. They were unable to demon- 
strate any similar action of tolbutamide. 

[These findings are now more of theoretical than 
practical interest since the use of carbutamide as an oral 
hypoglycaemic agent has been virtually discontinued 
because of its tendency to cause blood dyscrasia.] 

John Lister 


1158. Effects of Prolonged Tolbutamide Therapy on 
Hepatic Function and Serum Cholesterol of Adult Diabetic 
Patients 

J. L. Zerrren and S. SHerry. Metabolism [Metabolism] 
6, 504-508, Nov., 1957. 1 fig., 15 refs. 


Hepatic function studies were made and total serum 
cholesterol levels were determined at serial intervals in 
98 adult diabetic patients maintained on tolbutamide 
therapy for periods ranging from 13 to 478 days. No 
evidence of hepatic dysfunction could be attributed to 
tolbutamide therapy for the group as a whole, nor for 
any individual patient, during the period of observation. 
Serum amylase levels were higher during the period of 
tolbutamide therapy as compared with contr 1 observa- 
tions. Serum total cholesterol was uninfluenced by the 
tolbutamide therapy.—-[Authors’ summary.] 


1159. Criteria for the Successful Treatment of Diabetics 
with N-Butyl-N’-toluene-p-sulphonylurea [Tolbutamide]. 
(Kriterien der Einstellbarkeit von Diabetikern auf 
N-[4-Methyl-benzolsulfonyl]-N’-butyl-harnstoff (D 860)) 
G. Mounike, H. and E. Jutzi. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 82, 
1514-1515, Sept. 6, 1957. 


The findings reported in this paper from the Garz 
(Riigen) and Karlsburg Diabetic Home are based on 
observations on the response of more than 1,000 diabetics 
to treatment with tolbutamide (N-butyl-N’-toluene-p- 
sulphonylurea; “rastinon”; “‘orinase”; “ D 860”). 
Most of the patients were in hospital or living in a closed 
community of diabetics under conditions strictly and 
specifically adjusted to their requirements. 

Tolbutamide is definitely contraindicated for the treat- 
ment of children, young adults, pregnant women, and 
patients with renal failure. It is recommended for over- 
weight patients whose daily insulin requirements do not 
exceed 20 units and for asthenic or underweight patients 
whose requirements do not exceed 10 units. For patients 
with higher insulin requirements an early onset of the 
disease or previous insulin treatment for more than 5 
years are contraindications, and it is noted that the 
effectiveness of tolbutamide decreases in such cases as 
the former insulin dosage increases. Moreover, different 
constitutional types react differently to tolbutamide 
treatment. 

In the authors’ series of cases tolbutamide was least 
useful—other things being equal—in patients of the 
“‘ hyperthyroid ” type (19% successful), while 34% of 
those of the “ giant and acromegaloid ” type, 27% of the 
asthenic type, 48% of the “ indifferent” type, and 
of the adipose or Cushing type responded well. 
The response also varied according to the complications 
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present; thus the treatment was successful in 39% of 
diabetics with retinopathy alone, in 779% of those with 
hypertension alone, in 64°%% of those with both retino- 
pathy and hypertension, and in 44% of those with 
nephropathy, alone or together with retinopathy or 
hypertension or both. Apyrexial tuberculous diabetics, 
not excluding those with exudative pulmonary tuberculo- 
sis with cavitation, reacted in much the same way as 
non-tuberculous patients. 

(This is one of a series of papers from the same source 
in which various clinical and experimental aspects of 
tolbutamide therapy are discussed. In a study of the 
long-term effects and complications of the use of this 
drug the relative shortness of the period of observation 
(average one year) and the consequent impossibility as 
yet of reaching final conclusions are emphasized. How- 
ever, the majority of the “ secondary ” failures so far 
encountered by the authors could, it is considered, have 
been avoided if stricter criteria for the selection of patients 
had been adopted from the beginning. A method of 
treatment in which short periods of insulin therapy, given 
to rest the f cells, are alternated with longer periods of 
stimulation with tolbutamide is undergoing trial and 
appears to give promising results, though its evaluation 
must await more prolonged observation. From the 
results of their experimental investigations the authors 
conclude that tolbutamide causes an increased release 
of insulin as a result of direct or indirect enzyme action 
or modification of metabolism without improving the 
response of the pancreatic islets to changing blood 
sugar levels.) L. H. Worth 


1160. Experience in the Stabilization and Long-term 
Treatment of 758 Ambulant Diabetics with D860 [Tolbut- 
amide]. (Erfahrungen bei der ambulanten Einstellung 
und Dauerbehandlung von 758 Zuckerkranken mit D860) 
K. SCHOFFLING, E. F. Premrrer, G. Treser, H. Drr- 
SCHUNEIT, H. STEIGERWALD, and M. Orro. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.| 82, 
1515-1518, Sept. 6, 1957. 6 figs. 


In the course of the 2 years ending June, 1957, 758 
patients, or 53-7% of the total attending the Diabetic 
Centre of the First Medical Clinic of the University of 
Frankfurt am Main, were treated with tolbutamide [see 
Abstract 1159], mostly as out-patients. The treatment 
proved successful in 590 cases. During this time all 
new out-patients, the majority of whom were referred by 
their own doctors for an opinion on their suitability for 
such treatment, were given tolbutamide unless (1) the 
onset of the disease had been before the age of 40 
years, (2) insulin had been given for more than 5 years 
previously, (3) the patient’s daily insulin requirement 


was more than 30 units, or (4) evidence of renal failure. 


was present. 

A strict diet, with about 170 g. of carbohydrate daily, 
was considered essential. If the patient was receiving 
insulin treatment, provided the fasting blood sugar level 
was not above 180 mg. per 100 ml. and the glycosuria 
no. more than 10 g. per 24 hours, insulin was withheld 
completely and tolbutamide substituted in doses of 
3, 2:5, and 2 g. respectively on the first 3 days. If the 
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fasting blood sugar level and glycosuria did not rise 
the daily dose of tolbutamide was reduced to 1-5 g. for the 
next 7 days, when the fasting blood sugar level and glyco- 
suria were once more assessed. In case of an unfavour- 
able response the patient reverted to insulin therapy and 
was admitted to hospital as soon as possible for a second 
attempt to be made. If the response was good tolbuta- 
mide treatment was continued with a dose of 1-5 or 1 g. 
daily, with estimations of the blood sugar level and glyco- 
suria at increasing intervals. Patients who had not been 
receiving insulin and who had moderately severe diabetes 
with acidosis were given tolbutamide in doses of 3 g. 
daily for 3 days, followed by 2-5 g. daily for the next 3 
days, with estimations of the blood sugar level and glyco- 
suria every 48 hours. If the response was good and 
acidosis diminished the dose of tolbutamide was reduced 
gradually to 1-5 or 1 g. daily; if the acidosis persisted 
‘nsulin was given for a short while or the patient was 
admitted to hospital. The less severely decompensated 
diabetic patients began with a dose of 1-5 g. of tolbuta- 
mide daily. 

Out of a total of 1,413 diabetics attending the clinic 
during this time, 590 (42-89%) were stabilized with tol- 
outamide only, 19 (1-394) with tolbutamide and insulin, 
and 473 (43°%%) with insulin only, while 182 (12-:9%) 
required nothing but dietary treatment. After a period 
varying from 3 to 12 months about 4% of the patients 
treated with tolbutamide (mainly among those who had 
previously received insulin) seemed to develop some 
resistance to the drug which was not. due to dietary 
indiscretions, illness, or intercurrent infections. The 
authors consider this to be due to exhaustion of the B cells 
of the islets, the effectiveness of tolbutamide . being 
restored in most cases after a 4- to 6-week course of 
insulin. In none of these patients was there any evidence 
of deterioration of the metabolic balance. Another 
group of patients previously treated with insulin, amount- 
ing to 3-5% of the whole, could not be stabilized with 
tolbutamide despite prolonged attempts and had to 
revert to insulin; in no case was the insulin requirement 


higher after tolbutamide treatment than before. Hypo-. 


glycaemic episodes occurred only 3 times in patients 
receiving tolbutamide, and none was severe. 

It is suggested that the proportion of diabetics who are 
suitable for treatment with sulphonamides is probably 
higher than the figures obtained at this centre would 
suggest, there being likely to be an excess of the more 
severe cases among those referred to hospital. 

(In further papers from the same source a variety of 
findings are reported. Comprehensive biochemical and 
haematological tests on 25 diabetics after prolonged 
treatment with tolbutamide failed to reveal any untoward 
reactions attributable to the drug, while subjective side- 
elfects—mainly gastro-intestinal—were rare and usually 
of brief duration. Liver biopsy on 7 diabetics after 
prolonged treatment with tolbutamide revealed no 
changes attributable to the drug. Tolbutamide proved 
useless in the treatment of diabetes associated with 
haemochromatosis or carcinomatosis of the pancreas, 
of steroid diabetes, or of renal glycosuria. Estimation of 
the blood sugar level before, and again 4 hours after, a 
dose of 3 g. of tolbutamide was found to provide a 


simple and reliable guide to the suitability of diabetics 
for sulphonamide treatment, those in whom the blood 
sugar level is reduced by 30% or more at 4 hours gener- 
ally responding well, and those in whom less than 30% 
reduction occurs generally proving resistant. From 
their experience the authors conclude that tolbutamide 
causes a release of soluble active insulin from the f cells, 


- followed by mobilization of the insulin present in the 


cells in granular form. The latter effect is associated 

with a rising concentration of the drug in the circulating 

blood and is repeated each time another dose is taken.) 
L. H. Worth 


1161. Further Studies of Rastinon 
[Tolbutamide]. (Erginzende pharmakologische Unter- 
suchungen iiber Rastinon) 

A. BANDeR, A. HAussLer, and J. ScHoiz. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 82, 
1557-1564, Sept. 6, 1957. 16 figs. 


In experiments carried out at the Hoechst Pharmaco- 
logical Laboratories, Frankfurt am Main, prolonged 
feeding of tolbutamide [see Abstract 1159] through a 
stomach tube to rats and dogs in doses ranging from 100 
mg. to 2 g. per kg. body weight for periods up to 9 
months did not result, as might have been expected, in 
exhaustion or destruction of the f cells of the pancreatic 
islets with hyperglycaemia, glycosuria, and an abnormal 
glucose tolerance curve. Indeed, the histological appear- 
ance of both « and 8 cells in the test animals was identical 
with that in control animals. 

Investigations into the effect of single doses of tolbuta- 
mide on the f cells showed a loss of 75% of the granules 
6 hours after a dose of 50 mg. per kg., with complete 
restoration within 48 hours. After a dose of 2 g. per 
kg. the degree of degranulation at 6 hours was the same, 
but after 24 hours no granulation at all was discernible; 
however, granules began to reappear soon afterwards 
and the normal appearance was restored after 96 hours. 
No evidence was found of permanent or progressive 
damage to the islets due to tolbutamide. The histo- 
logical picture of loss of granules seen after the intra- 
peritoneal injection of 5 g. of glucose per kg. appeared 
to be identical with that seen after the administration of 
tolbutamide, though the granules disappeared within 
30 minutes of the injection and were restored within 
6 hours. Prolonged feeding of tolbutamide to rats in 
doses of 100 mg. per kg. did not produce the same loss 
of granulation as did a large single dose. (Photomicro- 
graphs showing the islet cells at various stages of the 
experiments are reproduced.) 

The authors put forward the hypothesis that the essen- 
tial effect of tolbutamide is to sensitize the B-cell receptors 
responsible for the release of insulin, making them 
responsive to a lower level of stimulation. 

[The series of 26 papers from which the above three 
contributions have been selected (and which occupy the 
entire issue of the journal) represent the results of a 
cooperative clinical and experimental study of the 
effects and therapeutic applications of tolbutamide 
undertaken at seven centres in Germany. In addition 
to clinical studies similar to those reported from Karls- 
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burg and Frankfurt (and with generally similar results), 
the subjects dealt with include the general effects of 
long-term administration of the drug, the causes of thera- 
peutic failure, and the effects of tolbutamide on hae- 
matopoiesis, protein metabolism, and enzyme activities, 
particularly those of the liver which may have an indirect 
effect on the blood sugar level. The symposium is 
followed by a brief summary of the collective findings 
(in German, English, and Spanish) and a bibliography 
which contains 325 references.] L. H. Worth 


1162. Favorable Effects of Supplemental Orinase in 
Insulin-treated Labile Diabetes 

M. FABRYKANT. Metabolism [Metabolism] 6, 509-517, 
Nov., 1957. 4 figs., 4 refs. 


In preliminary studies at University Hospital, New 
York, the author found that when tolbutamide was 
added to the treatment regimen of patients with labile 
diabetes no immediate reduction in the dosage of insulin 
was possible because ketosis rapidly developed. He 
therefore studied the effect of continuous administration 
of the drug on 6 patients, aged 32 to 45 years, who had 
had labile diabetes for many years, the dosage being 1 to 
2 g. daily for periods of 4 to 18 months. Initially, no 
alteration was made in the diet or insulin dosage. After 
2 to 6 weeks an improvement in the stability of the dia- 
betes was apparent to the patients themselves and to the 
doctor. Less additional insulin was required during 
intercurrent upper respiratory tract infections and the 3 
women noticed, in particular, a decrease in the polyuria 
and glycosuria which accompanied menstruation. There 
was a reduction of about one-third in the daily insulin 
requirement of each of the 6 patients. A further 4 
labile diabetics who were given tolbutamide in addition 
to their usual treatment are briefly mentioned; benefit 
was apparent in 3 who had been treated for 5 months 
or more, but there was no response in the fourth patient, 
a boy.of 6 years. 

No toxic effects attributable to tolbutamide were 
observed. The effect on the blood sugar level of a single 


dose of 3 g. of tolbutamide was no guide to the response * 


to subsequent long-term administration of the drug. 
H.-J. B. Galbraith 


1163. Aspects of Carbohydrate and Phosphate Meta- 
bolism in Diabetes. [Wesley M. Carpenter Lecture] 
W..C. Srapier. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.] 34, 5-20, Jan., 1958. 
4 figs., 13 refs. 


1164. The Effect of Insulin on the Sensation of Hunger, 
Capillary-Venous Blood Glucose Difference, and Spon- 
taneous Calorie Intake in Diabetics. (Insulins virkning 
pa sultfglelse, capillovengs glucosedifference og spontan 
calorieindtagelse hos diabetikere) 


F. Quaape. Nordisk Medicin [Nord. Med.] 58, 1483- 
1487, Oct. 3, 1957. 6 figs., 11 refs. 


Five patients with untreated diabetes mellitus were 
given a free diet on two consecutive days, and their 
spontaneous intake of calories (carbohydrate and total) 
were recorded together with their sensations of hunger 
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and satiety. Peripheral capillo-venous glucose differ- 
ences (cubital vein and finger capillaries) were followed 
before, during, and after the first two meals of the day. 
On the second day insulin was administered subcuta- 
neously and/or intravenously. 

A general, but by no means invariable, chronological 
correlation exists between peripheral glucose difference 
and the feeling of satiety. Meals of ordinary size and 
with a moderate content of carbohydrate may in dia- 
betics, as in normal persons, produce large capillo-venous 
glucose differences. Excessive food intake and marked 
hyperglycemia are not required for the glucose difference 
te appear. Insulin, given in doses that do not provoke 
hypoglycemia, may augment the capillo-venous glucose 
difference, but does not reduce the hunger feeling. 
In hypoglycemia, the insulin-induced hunger feeling— 
like spontaneous appetite—may exist together with a 
clear capillo-venous glucose difference. Insulin, when 
administered in insufficient total doses and partly by the 
intravenous route, does not reduce the spontaneous 
caloric intake of diabetics during two consecutive days. 
This also applies to the patients who did not develop 
insulin shock and its concomitant sudden hyperphagia. 
Since glycosuria also remained unaltered, it is felt that 
the well-known appetite-regulating effect of adequate 
insulin treatment may be satisfactorily explained by the 
reduction or elimination of the renal loss of calories. 
—[Editorial summary. ] 


1165. Diabetic Diarrhoea 

J. M. MA ins and J. M. Frencu. Quarterly Journal of 
Medicine [Quart. J. Med.| 26, 467-480, Oct., 1957. 
3 figs., 27 refs. 


This paper from the University of Birmingham records 
the clinical findings and results of various investigations 
in 28 cases of diabetic diarrhoea occurring in 17 men 
and 11 women whose average age at onset of the diabetes 
was 35 years and at onset of the diarrhoea 42:3 years. 
The diarrhoea, for which no other cause than the dia- 
betes was found, was characteristically intermittent, with 
an entirely nocturnal incidence in 10 of the cases. 
Control of the diabetes was poor in 15 patients and 
moderate in 13. Of the 17 men, 10 suffered from impo- 
tence; 9 out of 12 patients tested showed deficient sweat- 
ing in response to heat, while 3 patients had orthostatic 
hypotension. In contrast, 4 of the 10 patients who had 
had diarrhoea for 10 years or more had no other 
symptom. 

The cause of the diarrhoea in patients with diabetes 
is thought to be a combination of “‘ hurry ” in the small 
and large intestines resulting from autonomic nerve 
degeneration. The achievement of excellent diabetic 
control in 10 cases was followed by improvement in the 
diarrhoea in only 4. Diet was similarly ineffective, as 
was also the administration of chalk and opium, while 
the use of liver extract and folic acid resulted in tem- 
porary improvement only. However, aureomycin com- 
pletely controlled the diarrhoea in 22 out of 26 cases. 
In 5 patients there was no improvement from any 
form of treatment and 2 of these died. 

Denis Abelson 
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1166. The Significance of the C-reactive Protein Estima- 
tion in Streptococcal and Allied Disease 

S. F. Dawson. Archives of Disease in Childhood [Arch. 
Dis. Childh.| 32, 454-460, Oct., 1957. 4 figs., 12 refs. 


At Booth Hall Children’s Hospital, Manchester, the 
C-reactive protein test was carried out on serum from 
43 patients with primary tonsillitis, 57 with rheumatic 
fever, 7 with rheumatic chorea, 15 with nephritis, 5 with 
rheumatoid arthritis, 9 with Schénlein—Henoch purpura, 
and 4 with erythema nodosum. The erythrocyte sedimen- 
tation rate (E.S.R.) was also determined by the method of 
Westergren. C-reactive protein was present in the serum 
in the active phase of uncomplicated tonsillitis, but it did 
not persist after the eighth day of the illness. The 
results of the test could be more closely correlated with 
clinical activity than could the E.S.R. In cases of rheu- 
matic fever without carditis the result of the C-reactive 
protein test was negative unless arthritis was present 
when the test was performed. A positive result was 
obtained in all cases of rheumatic fever with carditis. 
The changes in the E.S.R. in rheumatic fever followed 
the general trend of the serum C-reactive protein level, 
but the E.S.R. appeared to be slower in returning to 
normal. 

In cases of rheumatic chorea without carditis the result 
of the test was negative. It was positive in only 7 of 
ihe 15 cases of nephritis, and did not remain positive 
after the 8th day of the disease; here the E.S.R. was a 
more reliable guide to activity than the result of the C- 
reactive protein test. In all cases of rheumatoid arthritis 
the response to the test remained positive for long periods. 
Of 9 patients with Schénlein—Henoch purpura, 3 gave a 
positive reaction to the C-reactive protein test; all 3 had 
arthritis at the time the test was carried out, whereas the 
remaining 6 patients in this group had purpuric mani- 
festations only. C. E. Quin 


1167. Acute Chorea in Children and Streptococcal In- 
fection. (Chorées aigués de l’enfant et maladie strepto- 
coccique) 

J. CHAPTAL, R. JEAN, C. Campo, and H. Bonnet. 
Archives frangaises de pédiatrie [Arch. frang. Pédiat.] 14, 
910-918, 1957. 6 figs., 7 refs. , 


This discussion of the relationship between chorea and 
acute rheumatism is based on a review of 30 cases of 
chorea in children seen since 1948 at the Clinic for 
Children’s Diseases, Montpellier. Of these cases, 7 were 
examples of “* pure ” chorea (but 2 patients in this group 
subsequently developed recurrences in which signs of 
rheumatic carditis appeared) and the remaining 23 cases 
occurred in children with other evidence of acute rheu- 
matism. In 12 cases polyarthritis and carditis preceded 
the onset of chorea by periods varying from several weeks 
to 4 months, in 2 acute rheumatism occurred simulta- 
neously with the chorea, and in 9 at the onset of the chorea 
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there appeared to be an established lesion of the mitral 
valve. 

The authors advance arguments to support the view 
that chorea represents a peculiar manifestation of a post- 
streptococcal state and that it occurs some weeks or even 
months later in the evolution of this state than does acute 
rheumatism. It is suggested that the rare but occasional 
occurrence of acute -rheumatism and chorea simulta- 
neously may be explained by the assumption that the 
chorea is the sequel to a first streptococcal infection and 
the acute rheumatism to a second and later infection. It 
is argued that this view has important bearings on the 
treatment and prophylaxis, in that “‘ anti-inflammatory ” 
therapy with salicylates or steroids will be useless in 
straightforward cases of chorea, but that relapses of 
haemolytic streptococcal infection must be prevented 
by the administration of penicillin to all patients with 
chorea, exactly as to those who have had acute rheuma- 
tism. C. Bruce Perry 
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1168. Functional Disturbances of the Stomach, Pancreas, 
and Liver in Rheumatism. (K sompocy o dyHKuWHO- 
HaJIbHEIX HapyWeHHAX 

V. A. NIKOLAEVA.. Tepaneemuyeckuu Apxue [Ter. 
Arh.] 29, 68-76, No. 11, Nov., 1957. 11 refs. 


A study of gastro-intestinal disturbances occurring in 
100 cases of “‘ rheumatism ”’ [? rheumatoid arthritis] in 
23 men and 77 women, mostly under 40, is reported. 
During the active period of the disease there were various 
dyspeptic symptoms, the most common being lack of 
appetite. Hypochlorhydria was frequently present. 
Functional disturbances of the pancreas were slight 
and usually disappeared when adequate antirheumatic 
therapy was given. Investigations of liver function 
indicated that its antitoxic and prothrombin-forming 
activities were more frequently affected than those 
functions concerned with carbohydrate metabolism. 

A, Orley 


1169. Preliminary Experience in the Prophylaxis of 
Rheumatoid Arthritis. (Esperienze preliminari sulla pro- 
filassi della malattia reumatoide) 

L. Scuravettr and A. Gospopinorr. Policlinico, 
sezione pratica [Policlinico, Sez. prat.] 64, 1529-1536, 
Oct. 21, 1957. 2 figs. 


In this paper from the Rheumatological Institute, 
University of Rome, the authors review the literature 
concerning a possible infectious origin of rheumatoid 
arthritis. They conclude that focal streptococcal or 
pneumococcal sepsis in the throat, sinuses, or teeth is the 
most likely cause and have devised a regimen of prophy- 
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lactic treatment consisting in a sulphonamide (0-5 g. 
daily), oral penicillin (100,000 units daily), and amido- 
pyrine (0-2 g. daily) or prednisone (0-5 to 1 mg. daily or 
1 to 2 mg. weekly). These drugs are given for a period 
of several months, especially during the winter, this being 
followed by an interval of one or.2 months during which 
only calcium and vitamins are given. 

Of 50 patients (33 female, 17 male) with quiescent 
rheumatoid arthritis thus treated for periods of up to 18 
months, only 3 have had mild recurrences of their disease. 
In 3 cases in which infection of the uprer respiratory 
tract occurred reactivation of the patient’s rheumatoid 
arthritis did not follow. The majority of patients have 
felt very well on this regimen, and the authors consider 
that a larger trial should be carried out. [In the present 
trial there appears to have been no control group.] 
David Friedberg 


1170. Thyroidectomy and Rheumatoid Arthritis. [In 
English] 


H. KALLIoLA, J. L. KALLIOMAKI, and A. RINTALA. - 


Annales medicinae internae Fenniae [Ann. Med. intern. 
Fenn.| 46, 97-102, 1957. 6 refs. 


The appearance of symptoms indicative of rheumatoid 
arthritis (“‘ rheumatoid syndrome ”’) has been studied 
in 524 thyroidectomized patients, 484 cholecystectomized 
patients and 900 controls. In these groups, typical 
symptoms appeared in 80%, 38%, and 43%, 
respectively. In most cases thyroidectomy had an 
aggravating effect upon such symptoms. In the 900 
patients of the control group, thyroidectomy had been 
performed on 12°8% of the “ rheumatoid syndrome ” 
patients, on 3-7°%% of those with non-classifiable joint 
symptoms, and on 4-0% with no kind of joint symptoms. 
—[Authors’ summary.] 


1171. The Fibrinoid of the Subcutaneous Nodules in 
Rheumatoid Arthritis. (Ober das Fibrinoid im Sub- 
cutanknoten bei chronischem Rheumatismus nodosus) 
H. Z. Movat. Virchows Archiv fiir pathologische Anato- 
mie und Physiologie und fiir klinische Medizin [Virchows 
Arch. path. Anat.| 330, 425-435, 1957. 4 figs., biblio- 
graphy. 

From Queens University, Kingston, Ontario, the 
author reports a morphological and histochemical study 
of the subcutaneous nodules of rheumatoid arthritis, 
sections from both paraffin-imbedded and freeze-dried 
material being examined. The usual methods of staining 
showed some central necrotic material enclosed by 
layers of fibrinoid, fibrin, and surrounding cells in the 
familiar pallisade formation. The material described as 
fibrinoid showed a positive periodic-acid—Schiff (PA-S) 
reaction but no metachromasia. It gave positive reac- 
tions to histochemical tests for tyrosine, tryptophan, 
cysteine, and cystine. Treatment with - hyaluronidase 
reduced or abolished staining by alcian-blue, but had 
no effect on the PA-S reaction. Collagenase had no 
effect, but both trypsin and fibrinolysin interfered with 
the staining of fibrinoid. 

On morphological grounds the author considers that 
fibrinoid is in fact related to fibrin, since it seemed to 
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exude from blood vessels and to occur near them in 
recently formed nodules. He also cites as evidence for 
this view that Mallory’s phosphotungstic-acid—haema- 
toxylin stain colours both fibrin and fibrinoid blue. He 
suggests that the presence of the amino-acids indicates 
fibrin rather than one of the products of connective 
tissue, and concludes that these findings afford indirect 
evidence which suggests that the origin of fibrinoid is 
from fibrin. ; G. Loewi 


1172. Urinary Excretion of Acid Mucopolysaccharides 
by Patients with Rheumatoid Arthritis 

N. pi Ferrante. Journal of Clinical Investigation [J. 
clin. Invest.) 36, 1516-1520, Oct., 1957. 1 fig., 22 refs. 


An increase in the plasma concentration of acid muco- 
polysaccharides in cases of rheumatoid arthritis having 
been reported by Badin et al. (J. clin. Invest., 1955, 34, 


1317), the present author, working at the Brookhaven - 


National Laboratory, Upton, New York, has estimated 
the output of acid mucopolysaccharides in 24-hour 
specimens of urine from such patients by precipitation 
with cetyltrimethylammonium bromide and determina- 
tion of the glucuronic acid content of the precipitate 
(di Ferrante and Rich, J. Lab. clin. Med., 1956, 48, 491). 
In a study of 8 patients with active untreated rheuma- 
toid arthritis a significant increase above the average 
normal value was demonstrated. In 5 of these cases 
treatment with salicylates (about 4 to 5 g. a day) resulted 
in a significant fall in mucopolysaccharide excretion. 

By treating 20 litres of pooled urine from patients with 
rheumatoid arthritis a sufficient quantity of mucopoly- 
saccharide was isolated for more detailed analysis by 
chromatography and electrophoresis and comparison 
with material derived from healthy subjects. Evidence 
is adduced in support of the hypothesis that the acid 
mucopolysaccharides in urine from normal individuals 
and patients with rheumatoid arthritis are derived from 
similar substances in the plasma and consist of a mixture 
of chondroitin sulphate and hyaluronate. 

Harry Coke 


1173. Two Years’ Experience of Prednisone in Rheuma- 
toid Arthritis 

G. F. FEARNLEY, G. V. BALMFORTH, and R. BLATCHLEY. 
British Medical Journal (Brit. med. J.] 2, 1263-1266, Nov. 
30, 1957. 1 fig., 6 refs. 


At the rheumatism clinic of the Gloucestershire Royal 
Hospital, Gloucester, the authors have been prescribing 
prednisone for an increasing number of patients with 
rheumatoid arthritis. They are careful to point out that 
the observations reported here are derived not from a 
controlled clinical trial but from a retrospective study of 
the treatment prescribed for 167 new patients seen 
during the last 2 years. It is the practice at this clinic 
to treat mild cases with aspirin and the usual supportive 
measures and moderately ;severe cases with aspirin 
and topical injections of hydrocortisone; for the severe 
cases until recently cortisone was prescribed. During 
the past 2 years 8 such cases originally treated with corti- 
sone have been transferred to prednisone, and with 


increasing experience some milder cases are now treated 
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with prednisone from the beginning. _The standard 
dosage is 5 mg. 8-hourly (15 mg. daily) and the results 
are assessed in terms of improvement in functional 
status and of subjective improvement. 

Among the 47 cases treated with prednisone there was 
a considerable movement from lower to higher categories 
of functional status, 16 out of 30 women and 9 out of 


17 men showing such improvement. Subjective improve- . 


ment was reported by 43 (90%) of the patients and this 
is much higher than “ the inevitable 60%” which is 
‘0 be expected with any form of diligent therapy in 
rheumatoid arthritis. Side-effects were frequent and of 
‘he usual type; the most troublesome was dyspepsia, 
which occurred in 23°% of cases, while obesity was noted 
in 4 cases, hypertension in 2, and diabetes in one. The 
authors consider that prednisone gives relief from symp- 
‘oms, that this relief is sustained, and that the advan- 
‘ages of the treatment outweigh its not usually severe 
ide-effects. William Hughes 


1174. The Treatment of Rheumatoid Arthritis Compli- 
cated by Chronic Hypercortisonism, and the Theoretical 
Causal Role of Certain Amine Oxidases 

\. L. ScHerBeLt, J.°W. Harrison, and M. ATDJIAN. 
Cleveland Clinic Quarterly [Cleveland Clin. Quart.] 24, 
“19-232, Oct., 1957. 16 refs. 


Since it became generally realized that steroid treat- 
ment, if applied to rheumatoid arthritis, must be on a 
iong-term basis, attention has been called to the clinical 
manifestations of chronic overdosage—* hypercortison- 


ism”. The undesirable effects to which this is said to 


cive rise include emotional instability, chronic fatigue, 
muscular aching, inability to concentrate, depression of 
ysychomotor activity, and insomnia. According to the 
present authors, when this syndrome is well established 
the withdrawal of corticosteroids may be extremely 
difficult, and in certain cases in the past has proved im- 
possible, even when prolonged over a period of months. 
they now report a method of administering a com- 
bination of chemotherapeutic agents to patients with 
progressive and persistent rheumatoid arthritis whereby 
ihey claim that these difficulties can be overcome or, 
when it is used as a routine, are not allowed to arise. 
Since patients treated by this method show sustained 
improvement despite a decrease in corticosteroid dosage, 
they conclude that the disease process is altered signifi- 
cantly by the other drugs used. 

The treatment consists in admission to hospital and 
administration initially of corticotrophin (ACTH) and 
nitrogen mustard (mustine) intravenously to produce 
rapid suppression of the basic inflammatory changes in 
the joints. Once this has been achieved one of the anti- 
malarial drugs, chloroquine or hydroxychloroquine, and 
small doses of prednisone are given to maintain the 
degree of suppression obtained. In addition iproniazid 
is administered to alleviate the central nervous mani- 
festations which are characteristic of the syndrome, and 
possibly to potentiate the effect of the maintenance drugs. 
Intra-articular injections of nitrogen mustard and 
hydrocortisone are also given every other day when 
joint swelling persists. [For details of dosage the 
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original paper should be consulted.] The patient is 
discharged from hospital when the symptoms of hyper- 
cortisonism have been suppressed, and continues main- 
tenance treatment, under periodic supervision, with 
prednisone, -iproniazid, and the antimalarial drug, 
together with weekly injections of depot corticotrophin, 
the dosage of each being gradually reduced. 

This method of treatment was applied to 16 patients 
with active rheumatoid arthritis complicated by chronic 
hypercortisonism, which had developed as the result of 
their having developed resistance to prednisone and the 
dose having therefore been progressively increased up 
to an average of 20 mg. daily. All 16 are reported to 
have improved significantly both objectively and sub- 
jectively, and only one had to abandon the treatment 
some weeks after discharge owing to nausea and anorexia 
caused by chloroquine. The follow-up period for 6 
of these patients is now over 2 years. ~ 

The authors point out that the symptomatology of 
rheumatoid arthritis is characterized both by a mesen- 
chymal reaction and by reactions in the central nervous 
system, and in the course of an interesting theoretical 
discussion they postulate certain biochemical changes as 
constituting the basal abnormality in the disease. They 
consider that it is the decreased activity of amine oxidases 
or the increased peripheral activity of certain amines 
that produces hypercortisonism in such patients. 

W. S. C. Copeman 


1175. The Clinical Course and Corticosteroid Excretion 
of Patients with Rheumatoid Arthritis during Long-term 
Treatment with Corticotrophin 


O. SAVAGE, L. CHAPMAN, J. D. RoBerTSON, P. DAVIS, - 


A. J. Popert, and W. S. C. Copeman. British Medical 
Journal (Brit. med. J.] 2, 1257-1262, Nov. 30, 1957. 7 
figs., 9 refs. 


In this study, reported from the West London Hospital, 
the authors have correlated the clinical course and bio- 
chemical findings in 33 female and 16 male patients with 
severe active rheumatoid arthritis who were treated with 
corticotrophin (ACTH) for a minimum period of 6 
months. The patients were admitted to hospital for 4 
weeks for preliminary assessment of the arthritis and 
treatment, during which time they were taught the 
technique of self-injection (subcutaneous) and how to 
collect and forward to hospital aliquot specimens of the 
total daily urine for estimation of 17-hydroxycortico- 
steroid (17-(OH)CS) excretion. It was difficult to lay 
down an exact dosage as the different batches of corti- 
cotrophin differed in strength, this variation being re- 
flected in varying levels of 17-OH)CS excretion and 
therapeutic effects. Clinical progress was assessed from 
three factors which the authors have found reliable, 
namely, (1) the erythrocyte sedimentation rate, (2) the 
strength of grip, measured by means of an adapted 
sphygmomanometer, and (3) the degree of tenderness to 
pressure of selected joints. 

It was found that clinical improvement was invariably 
associated with increased adrenal activity, as shown by a 
rise of at least 50°% in the urinary 17-(OH)CS excretion. 
Of the 49 patients, 6 have had complete remission of the 
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disease, and in all the others activity of the disease was 
suppressed. Side-effects were frequent (all but 3 cases) 
but rarely severe and in only 6 cases had the treatment to 
be discontinued. The complications and side-effects 
were those usually encountered during steroid therapy 
and included moon face (which was practically universal), 
androgenic effects, oedema, increase in weight, chemosis, 
and pigmentation. There was one death from gastro- 
intestinal haemorrhage; one patient developed hyper- 
tension and 4 developed glycosuria, one of whom became 
permanently diabetic. In general, however, the authors 
consider that, under supervision, self-treatment with 
ACTH for long periods is practicable, that it is suitable 
for those severe cases which are not improved by other 
forms of treatment, and has certain advantages over 
oral cortisone and its newer analogues. The estimation 
of urinary 17-(OH)CS excretion is useful in controlling 
the dosage in long-term cases. William Hughes 


GOUT 


1176. The Mode of Action of Colchicine in Attacks of 
Gout. (Du mode d’action de la colchicine dans l’attaque 
de goutte) 

A. Mucier. Journal belge de médicine physique et de 
rhumatologie [J. belge Méd. phys. Rhum.] 12, 49-64, 
March-April [received Dec.], 1957. 5 figs., 41 refs. 


As a remedy for gout colchicine has been in use since 
the fifth century, but its mode of action is still little 
understood. In studies of this drug at the Faculty of 
Medicine of Strasbourg the author has been impressed 
by its anti-allergic properties when given intravenously. 
In some ways it behaves like adrenaline; thus a dose of 
3 mg. may raise the arterial blood pressure by 10 to 20 
mm. Hg in normal individuals, and in those who are 
hypotensive from shock by as much as 40 mm. Hg. 
The drug also potentiates the action of adrenaline. The 
above dose will produce a fall in the number of circulating 
eosinophil granulocytes to the level obtained by the intra- 
venous infusion of 1 mg. of adrenaline (25 mg. of ACTH 
will result in a much greater fall). When the intravenous 
infusion of colchicine (3 mg.) is repeated several times 
at intervals of 24 hours there is a rise in the urinary 
excretion of dehydroandrosterone and 17-ketosteroids. 

An acute attack of gout is characterized by intense 
dilatation of the small vessels and by interstitial oedema, 


comparable to the conditions seen in serum arthritis. . 


Pain is particularly severe in areas where the surrounding 
tissues are dense, while relief is felt the moment there is 
diminution in the swelling of the interstitial tissue. In 
therapeutic doses colchicine causes vasoconstriction at 
skin level—an observation which can be confirmed in 
urticarial oedema. It also reduces capillary permeability. 
When given intravenously colchicine causes blanching of 
the affected tissues within 5 to 10 minutes, thus producing 
an adrenaline-like effect. The second stage of its action 
may be delayed for several hours and corresponds to 
the time required for the drug to permeate the nervous 
system; its ACTH-like effect appears to belong to this 
second stage. D. Preiskel 
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1177. Renal Function in Gout 

A. B. GUTMAN and T’sAl FAN YU. American Journal of 
Medicine [Amer. J. Med.]| 23, 600-622, Oct., 1957. 13 
figs., 45 refs. 

There is still confusion as to the role of the kidney in 
the pathogenesis of gout. The original concept suggested 
by Garrod (Med.-chir. Trans., 1848, 31, 83) of a specific 
renal lesion was supported by other early studies of urate 
clearance. However, subsequent workers have found an 
occasional patient with an abnormally high excretion 
of urate. 

The present authors, working at Mount Sinai Hos- 
pital, New York, have therefore undertaken extensive 
investigations of the renal function in 300 patients suffer- 
ing from primary gout in various phases of the disease; 
the ages of the patients ranged from 25 to 79 years and all 
but 9 were male. 

As judged by the results of routine urine analysis, the 
urine concentration test, phenolsulphonthalein excretion, 
and the serum non-protein nitrogen level 65 patients, 
mostly in the older age group, had overt renal damage and 
many of these also showed evidence of vascular disease 
elsewhere. In addition 27 patients had nephrolithiasis 
and 16 hypertension without evidence of impaired renal 
function. In all cases 24-hour collections of urine were 
made after the patient had been receiving a low-purine 
diet, and the value for urate excretion was based on the 
mean result of analyses of at least two 24-hour collections. 
Inulin and urate clearances were measured in 150 gouty 
and 12 non-gouty subjects, para-aminohippurate (PAH) 
clearance in 110 of the gouty subjects concurrently, and 
in 14 cases Tmpay was also measured. In addition the 
one-hour clearance of urate and creatinine was observed 
in 64 gouty males, 49 healthy males, and 52 healthy 
females. The determinations of the urate level in the 
blood and urine were made by a modification of 
the colorimetric method of Buchanan et al., incorpora- 
ting the use of uricase. 

There were wide variations in inulin clearance. Com- 
parison of the distribution of the results with those for 
non-gouty subjects showed a close general correspond- 
ence, particularly in the older patients, in whom a 
reduction in inulin clearance was probably related to 
degenerative changes in the renal vasculature associated 
with ageing. The PAH clearance studies revealed a 
moderate but significant reduction in effective renal 
plasma flow in the patients with gout, the exact signifi- 
cance of which is not obvious. The 4 patients in whom 
the lowest Tmpan values were obtained all had pre- 
sumptive renal vascular disease. There was a general 
increase in the filtered urate load, which was more pro- 
nounced in those with serum urate levels above 8 mg. per 

100 mi. When the filtered urate load was within the 
low normal range it was associated with advanced age or 
systemic vascular disease. The rate of urinary urate 
excretion varied considerably in the 150 gouty subjects 
studied, being greater than the mean range in 30 cases, 
in which also the mean plasma urate level was higher 
than in the remainder; however, the majority of the 
results fell within the normal range, despite some evidence 
of renal impairment. Tubular reabsorption of urate in 
the 150 gouty subjects showed wide variations, its 
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magnitude being a linear function of the filtered urate 
load; there was no difference in the range from that in 
the controls. The available clearance data do not sug- 
gest a tubular excretion of urate, but rather that the fil- 
tered urate load is normally largely reabsorbed and that 
the fraction excreted in the urine is derived from tubular 
secretion. Urate clearance was usually within the lower 
limit of normal variation. 

The 24-hour urinary urate excretion showed a very 
much wider range than in normal subjects, and was 
excessive in 87 cases. The 54 patients in whom excess 
urate excretion was particularly marked were free from 
cenal damage, belonged to the relatively young age 
zroups, and tended to have a higher serum uric acid level 
ind a lower incidence of visible tophi. At the other end 
of the scale a low urate output was usually associated 
with renal impairment. In a few cases it was possible 
o demonstrate that an observed progressive decrease in 
urate excretion was the result of deterioration in renal 
‘unction. 

Thus in most gouty subjects the authors demonstrated 
normal discrete renal functions, but with advancing age 
ond longer duration of the disease the glomerular filtra- 
ion rate declined and there was also some deterioration 
ia tubular function, these changes being followed by renal 
retention of urate. They were unable, however, to 
cemonstrate a primary defect in tubular function causing 
enhanced tubular reabsorption or deficient tubular 
secretion of urate, and therefore conclude that there is 
to primary renal defect in gout. They suggest that the 
hyperuricaemia is an expression of an inborn error of 
metabolism profoundly affecting some aspect of inter- 
mediary purine metabolism and leading to overpro- 
cuction of urate. B. M. Ansell 


POLYARTERITIS 
1178. The Natural History of Polyarteritis 
G. A. Rose. British Medical Journal [Brit. med. J.] 2, 


1148-1152, Nov. 16, 1957. 27 refs. 


This paper summarizes a report to the Collagen 
Diseases and Hypersensitivity Panel of the Medical 
Research Council in which 111 histologically proven 
cases of polyarteritis nodosa occurring during the period 
1946-53 in 9 teaching centres in Great Britain are sur- 
veyed. The author suggests the presence or absence of 
pulmonary involvement as a useful basis of classification. 
In 32 of the cases involvement of the lungs was diag- 
nosed on pathological evidence or from the presence of 
other features considered to be characteristic of pul- 
monary polyarteritis, in 66 involvement of the lungs was 
regarded as absent, in 6 such involvement was doubtful, 
and the remaining 7 cases presented features differing 
markedly from those of the remainder. (These last two 
groups are mentioned only briefly.) 

There were 66 patients (41 males and 25 females) in the 
group without lung involvement. At the time of onset 
30 (45%) had chronic respiratory infection or had 
. Tecently had an acute upper respiratory infection, and 
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6 (9%) had active or quiescent chronic polyarthritis. 
Clinical manifestations were varied. Gastro-intestinal 
pain or haemorrhage occurred in 46 cases (70°%) and 
muscular pain and tenderness were early and frequent 
manifestations. Focal indurated nodules, ulcers, or 
papules of the skin were seen in 18 cases (27°%) in addi- 
tion to purpura and other skin lesions. There was 
evidence of peripheral neuritis in 24 cases (36°%%). Arth- 
ritis, either acute and transient or of a rheumatoid type, 
occurred in 18 cases (27°%). Splenomegaly was present 
in 8 cases. Anaemia, leucocytosis, and a slight to 
moderate eosinophilia were common. There was evi- 
dence of coronary involvement in 32 cases (48%), but 
pulmonary manifestations in this group were all attribut- 
able to infection or cardiac failure. Renal involvement 
occurred at some stage in 52 cases (79°%), renal poly- 
arteritis being found at necropsy in 39 out of 54 cases 
and a specific form of glomerulitis in 16. Hypertension 
did not develop in the acute stage of the latter type of 
renal involvement, but the 3 patients who survived this 
stage developed progressive hypertension and uraemia 
and died within a year. The renal lesions were the pri- 
mary cause of death in 65°% of the 55 fatal cases, most of 
the other deaths being due to coronary or gastro-intes- 
tinal polyarteritis. Of the 54 patients not treated with 
cortisone or corticotrophin, 51 died within 6 months, 
but in many of these cases the diagnosis was first made 
at necropsy. 

There were 16 males and 16 females in the group 
of patients with lung involvement. Clinically, the main 
features of pulmonary polyarteritis were those of asthma 
(with no family history), chronic bronchitis, or pneu- 
monia. In 8 cases there was a long previous history of 
respiratory infection and in 6 one of rheumatic fever. 
Haemolytic streptococci were isolated from the sputum — 
in 23% of the cases in which it was examined. Eosino- 
philia was observed in a high proportion of cases, fre- 
quently reaching 5,000 or more perc.mm. At necropsy 
gross pulmonary damage was the rule, either from 
nodular or caseous lesions or from haemorrhagic pneu- 
monia, infarction, or fibrosis. Microscopical examina- 
tion showed pulmonary polyarteritis and characteristic 
necrotizing or granulomatous lesions. The incidence of 
polyarteritis in other organs and the accompanying clini- 
cal manifestations was broadly similar to that in the first 
group. The mean total survival time was longer in 
cases with pulmonary involvement than in those without, 
but the period of survival from the onset of systemic poly- 
arteritis was shorter; this probably accounted for the less 
frequent finding of hypertension in the former type of 
case. Of the 32 patients with involvement of the lungs, 
8 received cortisone or corticotrophin, but only one 
(treated with cortisone) survived. Pulmonary lesions 
accounted for 42°% of the deaths and renal lesions for 
26%. 

The author considers that a preceding chronic or acute 
respiratory infection, especially with the haemolytic 
streptococcus, is a factor in the aetiology of polyarteritis 
nodosa, but that the treatment of such infections cannot 
be incriminated. The association with rheumatic fever 
and rheumatoid arthritis is also stressed. 

J. Warwick Buckler 
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1179. The Electromyogram in Compensatory Muscular 
Syndromes Accompanying Peripheral Nerve Lesions 
A. A. Marinacci. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc.) 22, 112- 
119, Sept., 1957. 5 refs. ; 


In this communication from the University of Southern 
California, Los Angeles, the author reviews the compen- 
satory mechanisms which come into play following lesions 
of the peripheral nerves in the upper and lower extremi- 
ties. Descriptions of 13 syndromes associated with 
lesions of various nerves are illustrated by typical case 
histories, and the diagnostic value of the electromyogram 
is indicated in each case. Peripheral nerve lesions result 
in weakness and paralysis of the muscle groups supplied 
by the efferent component of the nerve, and as a conse- 
quence of these effects a compensatory mechanism of 
excessive or abnormal movement of other muscle groups 
starts to act. This unusual muscle activity may lead to 
the fatigue, muscle spasm, and pain which are the main 
features of these misleading syndromes, and the clinical 
separation of the symptoms due to the peripheral nerve 
lesion from those of the compensatory syndrome may be 
difficult. It is here that the electromyogram is of value, 


since the electromyographic changes occurring in peri- 
pheral nerve lesions are confined to the group of muscles 
supplied by the affected nerve, whereas the muscles 


affected by the compensatory syndromes show normal 
electromyographic activity. Kenneth Tyler 


1180. Electroencephalographic Study of Syncope. Its 
Differentiation from Epilepsy 

H. Gastaut and M. Lancet [Lan- 
cet] 2, 1018-1025, Nov. 23, 1957. 6 figs., 30 refs. 


Syncope and grand mal are alike in that activation of 
the reticular formation of the brain-stem gives rise to the 
tonic spasm, but they differ in that the cortex is function- 
ally active in epilepsy, whereas in syncopal seizures there 
is electrical silence because all the structures rostral to 
the brain stem are functionally “‘ dead”. In this study, 
reported from the Faculty of Medicine of Marseilles, 
the authors have studied the electroencephalogram 
(EEG) and in most cases also the electrocardiogram 
(ECG) and electrodermogram (EDG) (indicating changes 
in the electrical resistance of the skin) in 100 patients (52 
male and 48 female) aged from 5 to 70 years, all of whom 
had attacks of syncope but were otherwise normal. 

The incidence of various characteristics of the EEG 
between attacks was within normal limits for the particu- 
lar age group concerned, although some of the patients 
displayed abnormalities in the a waves thought to be 
related to cortical hypo-excitability or parasympathetic 
preponderance. There was complete absence of any 
epileptic feature in the records, and in no case did over- 
breathing and intermittent photic stimulation provoke 
an attack. Following “ ocular compression ” (that is, 
pressure applied symmetrically to both eyeballs for 10 to 


15 seconds) syncope occurred either immediately (within 
1 to 5 seconds) or after a delay of 20 to 70 seconds, in 
the latter case a fall in blood pressure, perhaps due to 
the seated position, being the more important factor. 
In 71 of the patients cardiac arrest (that is, asystole 


lasting 2 seconds or more) was observed; in 20 of these - 


it lasted more than 10 seconds and was then associated 
with the clinical and electrical manifestations of syncope. 
The tonic seizures observed were thought to be due to 
cerébral ischaemic anoxia; a rhythmic clonic phase was 
not observed, though one or two generalized clonic 
jerks occurred in some cases. Loss of consciousness 
after ocular compression never occurred without asystole. 
It is suggested that the ‘* oculo-vagal”’ test is of prac- 
tical value in differentiating epilepsy from syncope and 
from breath-holding attacks and febrile convulsions in 
infants and young children. J. L. Standen 


1181. Nature of Oedema in Paralysed Limbs of Hemi- 
plegic Patients 

A. N. Exton-SmitH and D. J. Crockett. British 
Medical Journal [Brit. med. J.] 2, 1280-1283, Nov. 30, 
1957. 1 fig., 16 refs. 


This paper from the Whittington and Middlesex Hos- 
pitals, London, describes observations made on 21 
patients with hemiplegia, one or both of whose paralysed 
limbs were oedematous. In 13 cases (Group 1) the 
hemiplegia was not associated with any other important 
clinical condition and in 11 of these the oedema was 
confined to the arm and sometimes to the hand, both 
arm and leg being oedematous (the former more severely) 
in the other 2. In the remaining 8 cases (Group 2) either 
cardiac failure or venous thrombosis of the leg was also 
present; the legs were oedematous in all these, though 
the oedema was more marked on the paralysed side, 
while in 4 of them the arm was also oedematous. The 
protein content of fluid withdrawn from the oedematous 
hands of patients in Group 1 varied from 1-2 to 4 g. 
per 100 ml., the mean being 2-8 g. per 100 ml. The 
protein content of fluid from the paralysed leg in cases 
in Group 2 varied from 0-6 to.1-7 g. per 100 ml., and was 
invariably less than that of fluid from the hand in 
those cases in which the latter was also oedematous. 
This difference is attributed to the fact that oedema of 
the leg was in part due to the cardiac failure or venous 
thrombosis, these conditions producing an oedema fluid 
of low protein content (0-1 to 0-9 g. per 100 ml.). 

The authors consider that loss of muscular function, 
as in hemiplegia, leads to impairment of lymphatic 
drainage. Since the protein of normal tissue fluid prob- 
ably re-enters the blood only via the lymphatics, this 
results in protein retention in the tissue spaces of the 
paralysed limb, the high extravascular protein concen- 
tration reducing the effective colloid osmotic pressure of 
the plasma and provoking the accumulation of fluid in 
the extravascular and extracellular compartment. The 
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alternative theory that oedema in hemiplegia is due to an 
increase in capillary permeability is not, in the authors’ 
opinion, supported by the evidence. Encouragement 
of lymphatic drainage by passive movement and elevation 
of the paralysed limb is therefore recommended in the 
treatment of this condition. L. Michaelis 


1182. Clinical Evaluation of Zoxazolamine (‘‘ Flexin ”’) 
in Children with Cerebral Palsy 

M. WaArTkins and M. H. Journal of the American 
Medical Association [J. Amer. med. Ass.| 165, 830-833, 
Oct. 19, 1957. 3 refs. 


In an assessment, as far as possible objective, of the 
value of zoxazolamine (“‘ flexin”) in the treatment of 
children with cerebral palsy, carried out at the Cerebral 
Palsy Treatment Center, Dallas, Texas, 68 spastic and 27 
athetoid patients ranging in age from 2 to 17 years and 
with a random distribution of intelligence levels were 
selected for study. The drug was tested for its effect 
on the stretch reflexes, on the ability to perform a previ- 
ously learned task, the ability to climb stairs, and on the 
degree of control of the muscles of speech articulation. 
Of the 95 children, 68 were given zoxazolamine in doses 
of 250 mg. three times a day and 27 a placebo. However, 
»ecause of the development of dizziness, hypotonia, and 
. rash among the younger children this dosage was later 
-educed to 125 mg. three times a day in all patients under 
he age of 5. No appreciable beneficial effect was 
demonstrated in the treated patients as compared with 
‘he control group. While hesitating to affirm that 
7oxazolamine (like many other drugs) is of no value in 
cerebral palsy, the authors conclude that, in the dosage 
here employed, its effect was mainly psychological. 

N. S. Alcock 


1183. Paravertebral Alcohol Block of Lumbar Sym- 
pathetic Nerves. Evaluation by Sweating Tests in Three 
Hundred Fifty-one Patients 

H. A. Rogpuinc, G. M. Rotu, J. E. Osporn, R. M. 
Suick, and C.S. MacCarty. Journal of the American 
Medical Association [J. Amer. med. Ass.| 165, 799-805, 
Oct. 19, 1957. 5 figs., 18 refs. 


The authors have studied 351 patients with occlusive 
vascular disease after treatment at the Mayo Clinic 
by paravertebral alcohol block in order to determine 
the completeness and the duration of the denervation 
achieved, the sweating test being used as the indicator 
since the sweat glands are innervated by the thoraco- 
lumbar or sympathetic division of the autonomic nervous 
system. The technique of alcohol block employed con- 
sisted in the injection of 4 ml. of absolute alcohol through 
a single needle, which was introduced under x-ray control 
at the side of the 2nd lumbar vertebra. [There appears 
to have been some variation in technique during the 
period covered by this study.] The areas of anhidrosis 
were determined by painting the leg with a saturated 
alcoholic solution of cobaltous chloride, the patient being 
exposed to radiant heat until sweating began; the deep 
blue colour of the cobalt salt is turned to pink by contact 
with sweat. As a rule the tests were carried out soon 
after injection of the alcohol. 
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The sweating patterns observed could be divided into 
three types: (1) anhidrosis of the whole leg from the 
groin to the ankle (41-3°% of patients); (2) anhidrosis_ 
from the knee downwards (23-4%); (3) spotty, unsatis- 
factory, or absent anhidrosis in regions corresponding 
to the 1st, 2nd, and 3rd lumbar segments (35-3°%). Late 
results showed that 17 patients still had anhidrosis up 

_to 5 years after alcohol block [but what proportion of 
patients followed up this represents is not stated]. In 
10 patients (3°%) there was mild pain at the site of 
injection, but no other complication was met. The 
authors suggest that paravertebral block by injection of 
alcohol is an acceptable method of sympathetic interrup- 
tion, particularly in patients unfit for lumbar sympathec- 
tomy. They have not, however, found the method of 
value in “exercise pain” (intermittent claudication) 
resulting from arterial occlusion. C. J. Longland 


1184. Sheathing of the Retinal Veins in Disseminated 
Sclerosis. (Einscheidungen der Netzhautvenen bei mul- 
tipler Sklerose) 

W.Dopen. Deutsche medizinische Wochenschrift [Dtsch. 
med. Wschr.| 82, 1866-1870, Nov. 1, 1957. 2 figs., 
25 refs. 


Writing from the Eye Clinic of the University of 
Freiberg the author calls attention to a previously 
described ocular sign in disseminated sclerosis, namely, 
the sheathing of the retinal vessels, and suggests that it 
may be a useful adjunct in diagnosis. The sign, for the 
elicitation of which the pupil usually must be dilated, was 
present in 30 out of the 130 cases of disseminated sclerosis 
seen at this clinic in the past 2 years. In a control group 
of healthy subjects of similar age no case of sheathing of 
the retinal veins was found. It is argued that this sign 
lends support to the concept that a primary inflammatory 
vascular change is the essential pathological lesion in 
disseminated sclerosis. G. S. Crockett 


1185. The Long-acting Anticholinesterase Drugs in the 
Management of Myasthenia Gravis 

H. ARANow, P. F. A. Hoerer, and L. P. ROWLAND. 
Journal of Chronic Diseases [J. chron. Dis.) 6, 457-474, 
Nov., 1957. 44 refs. 


After a review of the literature on the treatment of 
myasthenia gravis with long-acting anticholinesterase 
drugs, the authors describe the effects of octamethyl 
pyrophosphoramide (OMPA), which was given to 21 
patients at the Presbyterian Hospital, New York. They 
state that the drug appears to possess most of the proper- 
ties expected of long-acting anticholinesterase com- 
pounds; it is stable in aqueous solution and well ab- 
sorbed when given by mouth. It is highly effective in 
producing inhibition of cholinesterase activity and does 
not act on the central nervous system. A warning is 
given against the administration of long-acting anti- 
cholinesterase drugs to patients suffering from pro- 
gressively increasing myasthenia gravis; these drugs 
should be given with great caution and only to patients 
with severe but stable disease. In such cases, it is con- 


cluded, OMPA may be of considerable value in the 
treatment of the condition. 


Hugh Garland 
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1186. Azacyclonol (‘* Frenquel ’’) Hydrochloride in the 
Treatment of Chronic Schizophrenia. A Double-blind, 
Controlled Study 

T. M. OpLanp. Journal of the American Medical 
Association [J. Amer. med. Ass.| 165, 333-335, Sept. 28, 
1957. 14 refs. 


An investigation was carried out at Norwich State 
Hospital, Connecticut, to determine the value of azacyc- 
lonol (‘‘ frenquel ”’) in the treatment of chronic schizo- 
phrenia, particularly the effect of the drug on delusions, 
hallucinations, ideas of reference, and behaviour. The 
drug was given in a dosage of 100 mg. daily for two 
periods of 4 weeks each to 85 patients and for one 4- 
week period to 86 patients, the double-blind technique 
being used. It was found that azacyclonol had a 
statistically significant effect; hallucinations disappeared 
and delusions, ideas of reference, “* assaultiveness ”’, 
agitation, and seclusiveness became less or disappeared. 
The results, in the author’s view, suggest that improve- 
ment is related to the duration of azacyclonol therapy. 

John A. Clark 


1187. The Effect of Chlorpromazine and Reserpine on 
Sedation and Convulsive Thresholds in Schizophrenic 
Patients 


P. B. Brapiey and P. M. Jeavons. Electroencephalo- 


graphy and Clinical Neurophysiology [Electroenceph. clin. 


Neurophysiol.] 9, 661-672, Nov., 1957. 5 figs., 14 refs. 


The authors, working at All Saints’ Hospital, Birming- 
ham, have studied the effects of chlorpromazine and reser- 
pine upon the sedation and convulsive thresholds of 11 
patients with chronic catatonic schizophrenia. In each 
case continuous electroencephalographic (EEG) record- 
ings were made throughout the experiments. The seda- 
tion threshold was determined by injecting intravenously 
a solution containing 0-5 mg. amylobarbitone (“‘ amytal ”’) 
sodium per kg. body weight per ml. at the rate of 1 ml. 
every 30 seconds while commanding the patient to open 
the eyes every 10 seconds, the total dosage of the drug 
required to produce sleep (as indicated by failure to 
open the eyes on command) being recorded as the 
threshold value. The convulsive threshold was estimated 
by injecting intravenously 5 mg. of hexazole (1 ml. of 
solution) over a 10-second period every 60 seconds, with 
three 10-second periods of photic stimulation at 15 
flashes per second between each injection. When 
generalized myoclonus or facial twitching developed, 
together with generalized EEG abnormality usually con- 
sisting of spikes and slow waves, the injections were dis- 
continued and the total dosage of hexazole administered 
was noted as the threshold value. 

After control estimations had been made the experi- 
ments were repeated after premedication, first with 
chlorpromazine (50 mg. intramuscularly at 8 a.m. and 
8 p.m. on the day before and again one hour before the 


recording was begun) and then with reserpine (2:5 mg. 
intramuscularly at the same times). It was found that 
the convulsive threshold was unaltered by either chlor- 
promazine or reserpine and that reserpine did not affect 
the sedation threshold; the latter was, however, con- 
sistently lowered by chlorpromazine. These findings 
suggest that treatment with these two drugs should not 
result in any increased liability to seizures in catatonic 
schizophrenic patients, but it is apparent that chlorpro- 
mazine may have the effect of potentiating barbiturate 
therapy. John N. Walton 


1188. Comparative Lucid Intervals after Amobarbital, 
CO>, and Arecoline in the Chronic Schizophrenic 

J. H. Futcuer, W. J. GALLAGHER, and C. C, PFEIFFER. 
A.M.A. Archives of Neurology and Psychiatry [A.M.A. 
Arch. Neurol. Psychiat.] 78, 392-395, Oct., 1957. 7 refs. 


A study of the comparative efficacy of arecoline, amylo- 
barbitone, and carbon dioxide in producing lucid inter- 
vals in schizophrenic patients is reported from Manteno 
State Hospital, Illinois. All three drugs were given to 
24 schizophrenic patients (20 male and 4 female) who 
had been in hospital for 2 to 18 years, the patients being 
divided into three groups, each group receiving the drugs 
in a different order. A dose of 15 mg. of arecoline mixed 
with 3 mg. of atropine methylnitrate was injected sub- 
cutaneously, the atropine being added to afford protec- 
tion against the peripheral parasympathetic effects of 
arecoline. A mixture of 30°%% carbon dioxide and 70% 
oxygen was administered by means of an open inhalation 
apparatus until 75 breaths had been inhaled during a 
4- to 5-minute period. Amylobarbitone was given 
intravenously in a 10°% solution at the rate of 5 to 10 
mg. a minute up to a total of 150 to 500mg. The patients 
were interviewed before and after administration of the 
drugs, and the effect of the latter was determined by the 
quality of the lucid interval which followed. Criteria for 
classifying the iucid interval as excellent, good, fair, poor, 
or “no change” included the degree of improvement 
in willingness and ability to pursue conversation, and the 
patient’s ability to interpret simple proverbs correctly, 
to explain his course of action in various hypothetical 
situations, to discuss likes, dislikes, and plans for the 
future, to relate accurately the facts of his past history, 
and to view his present situation in terms of past events. 

The percentage of patients who had useful lucid inter- 
vals was highest after amylobarbitone, but there were 
several patients in whom arecoline produced a lucid 
interval, rated as fair, which was better than that produced 
by one or both of the other two drugs. A fair or better 
lucid interval was obtained after amyloharbitone in 65% 
of the patients, after carbon dioxide inhalation in 59%, 
and after arecoline in 56°%%. The authors found the dose 
of 3 mg. of atropine methylnitrate was unnecessarily 
high, and recommend for future use a dose of 1 mg. 
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In their view the results of this investigation indicate 
that further research is required into the naturally occur- 
ring metabolites which have a cerebral parasympathetic 
stimulant action and may be more anti-schizophrenic 
than the “ tranquillizing ’’ drugs at present available. 
John A. Clark 


1189. Some Effects of Aqueous Extracts of Acetone-dried 
Beef-pineal Substance in Chronic Schizophrenia 

M. D. ALTSCHULE. New England Journal of Medicine 
[New Engl. J. Med.] 257, 919-922, Nov. 7, 1957. 5 figs., 
4 refs. 


Earlier work by the author and colleagues (A.M.A. 
Arch. Neurol. Psychiat., 1954, 71, 615) has shown that 
the injection of certain extracts of beef pineal gland is 
capable of reversing some of the biochemical abnormali- 
ties present in schizophrenic patients. The present report 
from Harvard Medical School, Boston, describes further 
studies with several different aqueous extracts of acetone- 
dried beef pineal gland. The blood glutathione level, 
eosinophil count, and urinary 17-ketosteroid excretion 
rate were used to assess biochemical improvement in 
the subjects. Control studies were performed with inert 
extracts of beef pineal gland. 

A simple aqueous extract was given to 8 chronic 
schizophrenic patients in amounts equivalent to 1 g. of 
powder per day. The clinical and biochemical status 
of the patients improved initially, but relapsed within 3 
weeks as refractoriness to the injections developed. It 
was found that if this protein-containing extract had been 
given for 3 weeks or less, the patients lost their refractori- 
ness in 30 to 60 days, whereas those who received the 
extract for a month or more remained refractory in- 
definitely. In 2 cases administration of hydrocortisone 
in doses of 30 mg. per day nullified the action of pineal 
extract, but the extract exerted its full effect when the 
hydrocortisone was withdrawn. A reciprocal relation 
between the action of pineal extract and that of the 
adrenal cortex was shown in 2 other cases, in which pineal 
extract given without hydrocortisone reduced the excre- 
tion of urinary 17-ketosteroids. 

Trial was then made of an alkaline protein-free extract 
which was prepared by heating a mixture of the pineal 
powder and water at 50 to 55° C. for 4 hours at pH 8 to 9 
and then raising the temperature to 95°C. After treat- 
ment with acetone and cooling to —10° C., for 2 days, 
followed by filtration and high-speed centrifugation, a 
protein-free extract was obtained. This was given to 
3 patients in amounts equivalent to 1 g. of powder, and 
resulted in clinical and biochemical improvement. 
Similar extracts made at 70° C. were at least as potent. 
Such extracts have been given for 4 separate periods 
of 8 to 10 days to one patient, for 3 such periods to 
another, and for one period each to 2 others. No bio- 
chemical or clinical evidence of refractoriness has yet 
been observed. Tryptic digests of the beef pineal gland 
have also been rendered protein-free by treatment with 
acetone and prolonged cooling at —10°C., but these 
extracts proved less potent than the undigested alkaline 
extract described above. In addition to these investiga- 
tions on schizophrenics, 14 experiments on patients with 


‘ an affective psychosis have been at least as encouraging. 
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At present standardization of the extracts has to be 
performed on human subjects. Further work is con- 
tinuing on the nature of the active substance and the 
possibility of oral administration in enteric-coated 
capsules. C. M. B. Pare 


1190. Group Psychotherapy in Bronchial Asthma 
A. B. Sciare and J. A. Crocker. Journal of Psycho- 


matic Research [J. psychosom. Res.] 2, 157-171, 1957. 
12 refs. 


Group psychotherapy was given concurrently with 
standard physical treatment to 16 female patients suffer- 
ing from asthma in which emotional factors were pre- 
dominant. Six other groups of varying composition 
receiving routine medical treatment served as controls. 
The group therapy technique was similar to that described 
by Foulkes, the concept being “‘ of a process occurring 
in an interpersonal field which included the psychiatrist, 
who was a participant-observer ’’. The development of 
the sessions is described in detail through ten arbitrary 
phases. At the first, fear and resistance were pre- 
dominant, but gradually security in and greater stability 
of the group became evident. After a considerable time 
it was apparent that the patients were progressing at very 
different rates, some achieving a degree of insight while 
others continued to show resistance. 

Clinically, the group did not fare significantly better 
than the control groups so far as the asthma was con- 
cerned, but there was a definite personality change in 
the majority of the patients. This was demonstrated in 
diminished anxiety, increased confidence, and improved 
social relationships. Thus there was an increased frus- 
tration-tolerance, which showed itself particularly in 
lack of fear and anxiety during an asthmatic attack. 
Discussing the effect of this group therapy, the authors 
state that 5 of the patients were considered to have 
derived benefit solely on the basis of transference—the 
security of the group itself; 7 others benefited by trans- 
ference and catharsis, and were able to talk of their 
emotional problems in the group and to gain benefit 
therein; and 4 not only developed a positive transference 
relationship, but also acquired a measure of insight into 
their behaviour mechanisms and were able to introspect 
away from the group. 

It is suggested that group psychotherapy may prove a 
valuable addition to physical measures in the manage- 
ment of some patients with chronic asthma. 


E. H. Johnson 


1191. Mental Disorders in Thyroidectomized Patients. 
A Psychosomatic Study of 53 Cases. [Monograph, in 
English] 

H. CARPELAN. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. scand.| 32, Suppl. 116, 1-190, 
1957. Bibliography. 


1192. Hysteria. A Clinical, Prognostic and Genetic 
Study. [In English] © 

L. LJUNGBERG. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. scand.] 32, Suppl. 112, 1-162, 
1957. 4 figs., bibliography. 
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Dermatology 


1193. Treatment of Pemphigus with Corticosteroids. 
Study of Fifty-two Patients 

M. J. CosTeLto, L. JAimovicH, and M. DANNENBERG. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 165, 1249-1255, Nov. 9, 1957. 9 figs., 10 refs. 


The results obtained with corticosteroids in the treat- 
ment of pemphigus in 52 patients seen at Bellevue Hos- 
pital, New York, over the 5-year period 1951-55 are 
reported and compared with those obtained at the same 
hospital before the introduction of steroid therapy. Of 
the 52 patients (24 males and 28 females over the age of 
40), 42 had pemphigus vulgaris, 5 pemphigus foliaceus, 
4 pemphigus erythematosus, and one pemphigus vege- 
tans. The initial site of the bullae in 28 of the patients 
with pemphigus vulgaris was the mucous membranes of 
the mouth and nose, a finding, the authors point out, 
which emphasizes the need for considering a diagnosis 
of pemphigus in the presence of lesions in the oral cavity 
in older patients, especially since early diagnosis and 
treatment are of first importance in the management of 
this condition. 

Treatment in this series of cases was with high doses 
of corticosteroids initially—namely, 25 units of cortico- 
trophin (ACTH) daily intravenously or 100 mg. of pred- 
nisolone daily by mouth. This dosage was continued 
until one week after disease activity was fully controlled, 
when it was gradually reduced to a therapeutic mainten- 
ance level, which was found to be about 20 mg. of pred- 
nisolone daily. The authors do not consider that per- 
sistence of a few minor lesions justifies a prolonged course 
at the high dosage. Side-effects were generally noted 
during the period of maintenance therapy, and included 
a fully-developed Cushing’s syndrome in 7 cases and 
psychotic episodes in 13. There were 21 fatal cases, but 
in 4 the treatment was insufficient, giving a mortality of 
33°%% in adequately treated cases. In 2 cases death was 
attributed to steroid therapy. The authors point out that 
before the introduction of steroids the mortality from 
pemphigus was over 90°%; they therefore consider that 
corticosteroid administration is the treatment of choice 
in this condition. Allene Scott 


1194. Experimental Production of Acne by Progesterone 
I. ZELIGMAN and L. F. HuBENeR. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.] 76, 652-658, Nov., 
1957. 4 figs., 24 refs. 


Progesterone has been shown to have effects similar 
to those of testosterone in causing hyperplasia of the 
sebaceous glands in the rat, and clinical observations have 
shown that many women with acne suffer from an 
exacerbation of the disorder during the premenstrual 
phase when blood progesterone levels are high. An 
experiment was therefore planned to determine the effect 
of the administration of progesterone to women without 
acne. 


Of 11 inmates, aged 18 to 43 years, of the Maryland 
State Reformatory for Women who were considered 
endocrinologically normal, 6 were given injections of 
50 mg. of progesterone in oil daily for 12 weeks; of these, 
5 developed typical mild to moderate acne of the face, 
one having more severe lesions also on the chest, but 
no acne appeared in the 6th patient. However, all 6 
experienced delay and protraction of the menses. The 
remaining 5 subjects were given 50 mg. of progesterone 
daily for 3 menstrual cycles, beginning 10 days before 
the expected date of the onset of menstruation and con- 
tinuing until menstruation began (this was sometimes 
prolonged up to 20 days). Acne appeared in all 5 of 
these cases and in general showed its greatest activity in 
the younger patients. Six weeks after the withdrawal of 
progesterone there was a marked diminution or complete 
clearance of the acne in patients in both groups. 

Biopsy specimens from symmetrical areas in the infra- 
scapular regions were taken before and after treatment 
in all cases. The average size of the sebaceous glands in 
the first group of patients was 20% greater after pro- 
gesterone treatment, but the individual variability was so 
wide and the number of cases so small that the difference 
could not be considered statistically significant. How- 
ever, in the group given progesterone premenstrually 
only the average post-treatment size of these glands was 
70% greater, that is, close to statistical significance. The 
authors review some of the literature relating to hor- 
mones and acne. Commenting on the reports of suc- 
cessful treatment of acne with progesterone, they point 
out that the clinical dosage given in such cases was much 
less than that employed in the present experiment. 

Benjamin Schwartz 


1195. Use of Oleandomycin-Tetracycline (Signemycin) 
for Acne 

T. CorNBLEET and B. Z. FiRESTEIN. Antibiotic Medicine 
and Clinical Therapy [Antibiot. Med.] 4, 598-601, Oct., 
1957. 7 refs. 


A combination of oleandomycin, a new antibiotic to 
which organisms were unlikely to be resistant through 
previous exposure, and tetracycline was tried at Cook 
County Hospital, Chicago, in the treatment of 26 patients 
suffering from acne vulgaris. The preparation was ad- 
ministered in capsules containing two parts of tetracycline 
and one part of oleandomycin, and the initial dose was 
4 capsules daily, increased in a few cases to 6 or 8 capsules 
daily, especially just before the menses. Improvement 
was noted in 21 patients after 2 weeks’ treatment, and a 
still greater improvement after 8 weeks’ treatment. 
There were few side-effects, but with the higher dosage 2 
patients had diarrhoea and 2 had gastro-intestinal dis- 
tress with flatus. No clinical signs of increasing bacterial 
resistance were observed. Improvement was most 
marked in those cases in which the acne was severe. 

E. Lipman Cohen 
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Paediatrics 


NEONATAL DISORDERS 
1196. Low Oxygen Tension in the Management of New- 
born Infants 
S. Sséstept and G. RootH. Archives of Disease in 


Childhood [Arch. Dis. Childh.| 32, 397-400, Oct., 1957. 
3 figs., 30 refs. 


Because of the immaturity of the enzyme system in 
premature infants and the increased susceptibility of the 
blood vessels of these infants to the strain of a sudden 
increase in oxygen tension (as evidenced by the occurrence 
of retrolental fibroplasia and hyaline membrane) the 
authors have investigated the effects of nursing premature 
infants in atmospheres of reduced oxygen tension. 

At the University Hospital, Lund, Sweden, 33 infants 
(21 full-term and 12 premature) were kept in incubators 
at a temperature of 25° C. and in an atmosphere of 15°% 
oxygen, maintained by blowing a mixture of 85°% nitro- 
gen and 15°% oxygen through the incubator at the rate of 
5 litres per minute; the premature infants were treated 
for periods up to 5 weeks. 

The results were encouraging in both groups. The 
premature group included two sets of twins, and the 
smaller member of each pair was treated in the low 
oxygen tension incubator while the other was nursed in 
room air. The general condition was better in the 
treated infant in both cases. These results have en- 
couraged the authors to recommend this regimen for 
anoxic and premature infants in the hope of achieving a 
higher survival rate and fewer cases of retrolental fibro- 
plasia, hyaline membrane, and cerebral palsy. During 
the infants’ stay in the incubators the heart and respira- 
tion rates were recorded and the retinal vessels inspected 
regularly, while an oxygen analyser was used frequently 
to check the oxygen tension inside the incubator. With 
continuous drip feeding via an indwelling naso-gastric 
tube the infants could be nursed in the incubators for at 
least 23 hours a day. Wilfrid Gaisford 


1197. The Problem of Late Anaemia in the Erythro- 
blastotic Newborn Infant. (Zur Frage der Nachana- 
misierung erythroblastotischer Neugeborener) 

K. H. SCHAFER and K. FiscHEerR. Annales paediatriae 
Fenniae [Ann. Paediat. Fenn.] 3, 249-260, 1957. 1 fig., 
8 refs. 


At the Paediatric Clinic of the University of Hamburg 
the authors have noted the relative frequency, in infants 
with erythroblastosis foetalis, of the development of a 
“late anaemia ”’ during the 4th to the 6th week of life 
which reached its maximum intensity within 10 to 15 
days. It usually occurred in infants who had had severe 
erythroblastosis and in those who had received exchange 
transfusions inadequate in quantity. The anaemia was 
normochromic, with a lowered count of reticulocytes in 
the peripheral blood and of erythroblasts in the bone 


marrow. Further blood transfusions were required in 
some cases, but in the milder cases the anaemia, while 
uninfluenced by medical treatment, cleared up spon- 
taneously after some weeks. 

The pathogenesis of the phenomenon was studied by 
means of continuous immuno-haematological investiga- 
tion in 19 newborn infants affected by haemolytic disease; 
the late anaemia developed in 6 out of 18 treated by 
exchange transfusion and in one, admitted to hospital on 
the 8th day after birth, who had been given 150 ml. of 
concentrated Rh-negative erythrocytes. Free antibodies 
were demonstrable in the serum in 8 cases before trans- 
fusion, in 2 immediately following it, in all 18 from 2 to 
60 days thereafter, and in 4 infants with late anaemia on 
the 21st, 41st, 46th, and 60th day of life. The authors 
suggest that the pathogenesis is as follows. In erythro- 
blastosis foetalis there is an antigen-antibody reaction 
from attachment of the circulating free antibodies to 
the Rh antigen of the Rh-positive erythrocytes, and this 
can be dramatically stopped by blood transfusion. The 
antibodies are diffused into the tissues, but find their way 
back into the circulation some days later. When in the 
course of the subsequent 3 or 4 weeks the infant’s own 
newly formed Rh-positive erythrocytes enter the blood 
the affinity of their receptors for Rh antibodies leads to 
a second antigen-antibody reaction, with more insidious 
haemolysis of the erythrocytes and destruction of anti- 
bodies,’ thus accounting for the course and time of occur- 
rence of “‘ late anaemia”. Three additional factors are 
probably also of significance. (1) Modern methods of 
measuring the life of erythrocytes have shown that in 


-erythroblastosis foetalis the life-span of transfused Rh- 


negative erythrocytes is somewhat shortened, and that of 
Rh-positive erythrocytes markedly so; this shortening 
is probably due to non-specific damage to the cells from 
toxic products of the specific antigen-antibody reaction. 
(2) It is estimated that after transfusion the newborn in- 
fant loses one-third of his normal haemoglobin content 
because donor’s blood has a lower corpuscular volume 
than that of the recipient and has also been diluted by 
anticoagulants, while at the end of the first month of life 
the death of the infant’s erythrocytes will have accounted 
for the loss of anotherthird. The authors’ haemoglobin-— 
age curves showed that haemoglobin values were at 
the lower limit of normal in the majority of their 19 
cases at one month, and a further fall to well below 
normal in 7 cases marked the onset of “late anaemia”, 
at the expected date. (3) An increase in the reticulo- 
cyte count was observed by the authors only when the 
titre of free antibodies in the serum fell. They deduce 
from this that in the absence of mature erythrocytes 
free: antibodies attach themselves to the reticulocytes 
and even to the erythroblasts, and if they do not actually 
destroy them, at least they probably hinder erythropoiesis. 

From these findings it is evident that everything 
depends on the regenerative ability of the haemato- 
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poietic system to meet the strain of haemolysis, shortened 
erythrocyte life, inadequate over-all haemoglobin con- 
tent, and retardation of maturation, and that “ late 
anaemia ” is the result of failure of the system to do so. 
The authors suggest that the best prophylaxis is complete 
elimination of antibodies by an exchange transfusion of 
three times the normal neonatal blood volume, that 
is, some 900 ml., or alternatively the transfusion of 
packed erythrocytes so as to produce haemoglobin 
values similar to those of normal infants. Further blood 
transfusion is indicated in the treatment of “late 
anaemia” if the haemoglobin value falls below 9-6 g. 
per 100 ml. E. S. Wyder 


1198. Enteropathogenic Escherichia coli Serotypes: 


Infection of Newborn through Mother 
H. W. Ocxuitz and E. F. Scumipt. British Medical 
Nov. 2, 1957. 


Journal [Brit. med. J.] 2, 1036-1038. 
2 figs., 16 refs. 


The authors have investigated the incidence of infection 
with pathogenic strains of Escherichia coli in mothers 
and their newborn babies at the University Paediatric 
Clinic, Rostock. The strains of Esch. coli identified 
were O Groups 111, 55, 26, 86, and 44, and the Type 
O25: L11: H6. Cultures were made from the mothers’ 
faeces and lochia, the latter being collected on ordinary 
throat swabs, and rectal swabs were obtained from the 
newborn infants, using a sterile Drigalski spatula and 
taking care to obtain traces of faeces. Media were 
inoculated at the bedside. To avoid a confluent growth 
several culture dishes of different types of medium were 
inoculated; the resistance of the organisms to antibiotics 
was tested at the same time. 

After 18 hours’ incubation and exclusion of Salmonella 
and Shigella species at least 10 single colonies of Esch. 
coli or a sample of the bacterial growth were tested by 
slide agglutination, using two polyvalent diagnostic sera, 
composed, so as to avoid overlap of their antigens in 
reaction, as follows. Serum J. O111: B4: H-; O55: 
BS: H-; O26: B6: H-. Serum II. O25: Lil: H6; 
O86: B7: H34; 044: L74: H18. By this means a pre- 
liminary diagnosis was made. Next, tube agglutination 
was carried out, using pure cultures and testing O and B 
antigens separately. The strain was also examined in a 
U-tube for its motility in semi-stiff medium. If the 
strain was motile the H antigen was identified by means 
of the immobilization test with H sera. 

Of the 250 specimens obtained from the mothers before 
or after delivery, 22 (8-8°%) contained pathogenic Esch. 
coli serotypes, the proportion of positive cultures being 
higher in specimens obtained after than before delivery, 
indicating probable infection in hospital. Thus, Esch. 
coli were found on the hands of nurses changing the 
babies’ napkins, in spite of washing and the use of dis- 
infectants, and also on the rubber teats after the nurses 
had put them on the bottles. At times almost 25% of 
the nurses were carriers of pathogenic Esch. coli in their 
stools. The possibility that the nurses were an important 
factor in infecting mothers and babies is evident. 

At this clinic during the past 5 years 68 out of 2,000 
newborn babies were found to excrete pathogenic strains 


infection occurred within the hospital. 


PAEDIATRICS 


of Esch. coli. All these babies were seen during the first 
12 days of life; the first rectal swab was obtained within 
the first hour of admission and the second several days 
later. In 16 of these’ 68 cases the pathogenic strains 
were cultured only from the second swab, suggesting that 
(These 16 infants 
were excluded from further study.) Of the 52 remaining 
babies, Esch. coli of Type 0111:B4:H2. was obtained 
in 35 cases, O26:B6:H11 in 9 cases, O55:B5:H6 in 5, 
and O0O44:L74:H18 in 3. Pathogenic Esch. coli were 
also isolated from the breast milk and stools of milk 
donors, and the authors state that infection of infants 
by mechanically collected raw breast milk was demon- 
strated in an earlier investigation. The number of 
positive cultures obtained from the babies declined in 
the first 2 days and then increased gradually. 

Correlation of the results of culture of the stools of 
the mothers before delivery and of the babies after birth 
in 111 cases showed that pathogenic Esch. coli occurred 
in the mother only in 5 cases and in the infant only in 3. 
The coincidence of positive culture in both mother and 
baby was uncommon. In one infant born by caesarean 
section after rupture of the membranes 4 weeks pre- 
viously Esch. coli Type O111 was cultured from a rectal 
swab within half an hour of birth. Culture of the 
amniotic fluid was not carried out, but it seemed likely 
that the infection was intra-uterine, probably at rupture 
of the membranes. It was noted that infected babies 
under 4 days old were less likely to be severely ill than 
those aged between 4 and 11 days. 

[This study emphasizes the ease with which cross- 
infection can occur where mothers, newborn babies, and 
nurses are all in close contact together; it also underlines 
the importance of reducing faecal contamination of the 
hands.] Pamela Aylett 


1199. Neonatal Respiration and Hyaline Membrane 
I. DONALD. British Journal of Anaesthesia [Brit. J. 
Anaesth.} 29, 553-569, Dec., 1957. 10 figs., 24 refs. 


Respiratory disorders in the newborn may be charac- 
terized by failure to establish satisfactory respiration or 
by failure to maintain it. Failure to establish respiration 
may occur because the respiratory centre is rendered 
incompetent through anoxia, drugs and anaesthetics, 
raised intracranial pressure, or immaturity. Of the many 
causes of prenatal anoxia, hypertensive states and pre- 
eclamptic toxaemia, placental separation, prolonged 
labour, and maternal anoxia from imperfect anaesthesia 
are the most important. The establishment of respira- 
tion in the newborn has been studied radiologically and 
also from the mediastinal pressure changes measured.by 
a new type of electromanometer, which is described. 
Intrathoracic pressure swings of the order of 40 cm. of 
water have been recorded during the first few breaths 
of air, and the author believes that pulmonary expansion 
is normally complete within a few minutes of birth, but 
that it can be greatly delayed by prematurity and other 
factors. 

In an interesting discussion of hyaline membrane the 
author suggests that its presence is dependent on imper- 
fect opening-up of the pulmonary vascular bed. The 
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mechanical problems in respirators suitable for newborn 
infants are discussed, and a patient-triggered respirator, 
in which the triggering is effected photo-electrically, is 
described. Ronald Woolmer 
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1200. Idiopathic Hypercalcemia of Infancy, with Failure 
to Thrive. Report of Three Cases, with a Consideration 
of the Possible Etiology 

A. M. BONGIOVANNI, W. R. EBerRLEIN, and I. T. Jones. 
New England Journal of Medicine [New Engl. J. Med.] 
257, 951-958, Nov. 14, 1957. 6 figs., 27 refs. 


Commenting on the rarity of reports of idiopathic 
hypercalcaemia in infancy in North America as com- 
pared with the considerable number of papers on the 
subject in the United Kingdom, the authors proceed to 
jescribe 3 cases of this condition seen at the Children’s 
Hospital, Philadelphia, in the course of 2 years, and give 
a full and useful review of the literature. They warn 
American physicians that even though the role of sensi- 
tivity to vitamin D is unproved, there is suggestive 
evidence of such sensitivity and administration of exces- 
sive doses of this vitamin should be avoided. 

The authors’ three patients were aged 11, 18, and 13 
nonths, and the onset of symptoms was at the ages of 
4, 1, and 8 months respectively. The serum calcium 
‘evel in the first child varied between 14-0 and 15 mg. 
ver 100 ml. in the early stages, and there was character- 
istic excessive density of the bones; in this case the 
estimated daily intake of vitamin D was 1,400 i.u. daily. 
‘n the second case the estimated daily intake of the 
vitamin was 2,500 i.u., and the serum calcium level ranged 
from 11-7 to 12:5 mg. per 100 ml. In the third case the 
daily vitamin intake was 1,700 i.u., the serum calcium 
level being 12-0 to 13-0 mg. per 100 ml. It is suggested 
‘hat 400 to 500 i.u. of vitamin D per day is adequate for 
almost all infants. R. S. Illingworth 


i201. Wheat Gluten and Coeliac Disease 

C. ALvey, C. M. ANDERSON, and M. FREEMAN. Archives 
of Disease in Childhood {Arch. Dis. Childh.] 32, 434-437, 
Oct., 1957. 9 refs. 


The authors have carried out, at the Royal Children’s 
Hospital, Melbourne, a number of investigations to test 
the various hypotheses (in particular the “‘ allergic” and 
“enzyme” hypotheses) that have been advanced to 
explain the deleterious influence of wheat gluten in 
patients with coeliac disease. Intradermal skin tests with 
a 2% gluten solution gave completely negative results 
in 14 cases, and therefore failed to support the allergic 
hypothesis. No gross difference in the primary 
digestion of a gluten substrate could be demonstrated 
by its incubation at 37° C. with gastric and duodenal 
enzymes and succus entericus obtained by intubation 
from normal children and with those from patients 
with coeliac disease. Other studies showed that the 
removal of the phospholipid fraction from gluten did not 
remove its toxic property, and that the peptides from 
gluten could still adversely affect coeliac disease. 
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As the testing of gluten fractions by feeding and fat 
balance studies is tedious and time-consuming, other 
methods for testing the fate and action of ingested 
gluten were sought. Blood glutamine levels were esti- 
mated in 4 patients with coeliac disease and 4 controls 2 
hours after a test dose of 700 mg.-of gluten per kg. body 
weight. The rise in the blood glutamine content was 


_.three times higher in the patients than in the controls. 


It was hoped that this increase in the blood glutamine 
level might be used as an index of the toxicity of various 
gluten fractions, but the results were disappointing. 
These findings appear to indicate that a peptide-containing 
glutamine is the toxic factor in coeliac disease, and it is 
postulated that a specific deficiency of some intracellular 
enzyme may be responsible. J. M. Smellie 


1202. Acellular Bacterial Antigen Complex (Hoffmann) 
in the Treatment of Children with Recurrent Respiratory 
Infections and Infectious Asthma 

J. E. Gunpy. Journal of Pediatrics [J. Pediat.] 51, 
516-526, Nov., 1957. 21 refs. 


Failure to control recurrent respiratory infection and 
infectious asthma in children with antibiotics, anti- 
histamine drugs, and vaccines has led the author to try 
the effect of inoculation with an acellular bacterial anti- 
gen complex (B.A.C.) made according to the method of 
Hoffmann. [Details of this method, which was reported 
to a meeting of the New York City Branch of the Society 
of American Bacteriologists in October, 1947, are not 
given, but it is stated that “‘ the process used eliminates 
the bacterial cell and with it 90 to 95°% of the non- 
essential, sensitizing bulk present in vaccines” and that 
it “‘ also eliminates up to 94°% of the nitrogenous sub- 
stances which are present in the culture medium ”’.] 

The 25 children with frequently recurring respiratory 
infections selected for the trial ranged in age from 24 to 
14 years old; 17 had bronchial asthma and 13 had had 
previous vaccine treatment. The author had himself 
treated 13 of them for periods of 5 to 13 years and 7 for 
2 to 4 years. In 6 cases the illness was considered to be 
due to infection alone and in 19 infection was complicated 
by established allergic reactions. In 13 cases auto- 
genous B.A.C. was used and in the remainder commercial 
preparations of two types, each made from mixed strains 
of a large variety of organisms. The method of adminis- 
tration, after a preliminary skin test, by intradermal injec- 
tion in constant dosage at gradually increasing intervals 
is described in detail. The duration of treatment varied 
from 11 to 20 months. The results are classified as 
** excellent’ in 8 cases, “‘ very good” in 11, “‘ good” 
in 4, “‘ good but inconclusive ” in one, and “ poor” in 
one. Reactions were mild. A. White Franklin 


1203. Acute Lower-respiratory Infections in Childhood 
B. Morrison, D. Bass, J. A. Davis, D. Hosson, T. I. 
Mapsen, and P. L. Masters. Lancet [Lancet] 2, 1077- 
1082, Nov. 30, 1957. 2 figs., 6 refs. 


In a long-term study of acute lower respiratory tract 
infection in childhood, particularly the type of case 
usually admitted to hospital, the authors analysed the 
clinical, radiological, and bacteriological findings in 191 
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children admitted to the wards of St. Mary’s and Padding- 
ton Green Children’s Hospitals, London, during the 
winters of 1953-4, 1954-5, and 1955-6. The patients 
were divided into 4 clinical groups: (1) segmental pneu- 
monia, essentially similar to lobar pneumonia in adults 
(46); (2) bronchopneumonia, including widespread 
patchy consolidation (55); (3) bronchiolitis, including 
diffuse capillary bronchitis with bronchial obstruction 
(51); and (4) simple bronchitis, tracheobronchitis, and 
laryngo-tracheitis (39). There was a significant correla- 
tion between the age of the patient and the type of disease, 
bronchiolitis being found most frequently in infants 
under one year, bronchopneumonia in children aged 
1 to 5 years, and segmental pneumonia in older children. 
Laryngitis, tracheitis, and bronchitis occurred with about 
the same frequency in all age groups. The common 
pathogens isolated were Staphylococcus aureus, Haemo- 
philus influenzae, haemolytic streptococci, pneumococci, 
and coliform bacilli. Staphylococcal and coliform infec- 
tions were commoner in infants under one year than in 
older children, whereas H. influenzae infections were 
commoner in the latter group. Specimens of serum 
from 92 children were examined and in 25 there was a 
significant rise in titre against influenza viruses A, B, 
and C and against the adenoviruses; the proportion of 
positive results to these known viruses was higher in the 
older age groups. Of 42 specimens of serum examined 
for Sendai virus, 7 gave a positive reaction to the hae- 
magglutination inhibition test. The leucocyte count, 
which was determined in 90°% of the cases, was no guide 
to the type of infection or to the likelihood of response 
to chemotherapy. 

The authors state that in nearly all cases chemotherapy 
is indicated, even in predominantly virus infections, 
because of the danger of secondary bacterial infection. 
In infants with severe hypoxia associated with bronchio- 
litis, however, oxygen therapy is of first importance. 

Winston Turner 


1204. Acute Osteomyelitis of the Superior Maxilla in an 
Infant 

M. V. R. AcHar. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 66, 248-256, Sept., 1957. 
6 figs., 23 refs. 


Acute osteomyelitis of the superior maxilla in the 
infant has been known for.over a century and is for- 
tunately uncommon; for this reason, however, it is 
often unrecognized in the early stage. In the infant 
the tooth buds are set in marrow bone with a rich blood 
supply, and it is possible that the maxilla at this age is 
haematopoietic. Infection is usually from the mouth, 
but one undoubted case of infection through the nose 
has been reported. The infecting organism is nearly 
always Staphylococcus aureus, and in some hospitals 
80% of strains of this pathogen are penicillin-resistant. 
Malnutrition may be a contributory factor. 

Onset is usually between the first few days and the first 
few weeks of life. Of the early signs, swelling over the 
inner canthus and lids may be diagnosed as dacryocystitis 
or orbital cellulitis, and discharge from the nose may be 
attributed to sinusitis, resulting in time being wasted on 
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local nasal treatment. Swelling of the alveolus and 
exfoliation of the teeth appear next, followed by sinus 
formation and sequestration. The greatest danger is 
thrombosis of the cavernous sinus. Treatment should 
be by early administration of antibiotics, remembering 
that the probable causative organism may be resistant 
to penicillin. When the acute symptoms subside, drain- 
age should be established by the Caldwell—Luc approach 
and never through the face, since this not only leaves a 
severe scar, but also does not provide adequate drainage. 
Diseased tooth-buds and sequestra must be removed, and 
fistulous tracts curetted. Counter-drainage should be 
made into the nose under the inferior turbinal bone and 
the cavity packed. A case seen at St. Luke’s Hospital, 
New York, in a Puerto Rican infant aged 14 days is fully 
described. It is pointed out that diagnostic radiography 
is useless in infancy. F. W. Watkyn-Thomas 


1205. Seborrheic Dermatitis of Infants and Leiner’s 
Disease: a Biotin Deficiency 

A. NIsENSON. Journal of Pediatrics [J. Pediat.] 51, 537- 
548, Nov., 1957. 7 figs., 24 refs. 


From the Children’s Hospital (University of Southern 
California Medical School), Los Angeles, the author 
reports 5 cases of seborrhoeic dermatitis in infants aged 


5 weeks to 2 months, all of which improved moderately - 


with injections of vitamin-B complex, although complete 
cure was not attained. The babies were bottle-fed and 
the treatment included a diet of skimmed milk and the 
local application of sulphur ointment. In another case 
a baby with neonatal Escherichia coli meningitis devel- 
oped diarrhoea during the prolonged chemotherapy; 
this was attributed to vitamin-B deficiency and treated 
successfully with vitamin-B complex. During this treat- 
ment seborrhoeic dermatitis developed which only 
responded to the vitamin injections when the chemo- 
therapy was discontinued. In these 6 cases and in 9 
others of infantile seborrhoeic dermatitis, however, the 
administration of biotin by mouth or by injection in 
doses of 5 mg. was even more effective than vitamin-B 
therapy, the results being described as “ good” to 
** excellent ’’. Moreover, in one case of Leiner’s disease 
the skin cleared entirely a month after two injections of 
biotin had been given and in a second case marked 
improvement of the skin followed within one week. 

The author regards these results as evidence that infan- 
tile seborrhoeic dermatitis and Leiner’s disease, two 
variants of the same disease, are associated with biotin 
deficiency. He recommends giving 5 mg. of biotin by 
intramuscular injection daily for 7 to 14 days in severe 
and 2 to 4 mg. by mouth for 2 or 3 weeks in milder cases, 
possibly together with vitamin-B complex. The treat- 
ment is of value only in infants. In the case of breast- 
fed infants injection of biotin into the mother or addition 
of liver to her diet is apparently effective. The literature 
is reviewed from 1950 and the evidence therein of an 
association between seborrhoeic dermatitis and biotin 
deficiency is linked with Gyérgy’s demonstration in 1939 
that the dermatitis accompanying egg-white injury in 
rats could be cured by a diet containing what was later 
identified as biotin (vitamin H). A. White Franklin - 


| 

120 
M. 
195° 
T 
fror 
on | 
kno 
repe 
thes 
garg 
link 
diffe 
two 
in 8 
rece 
fam 
link; 
of t 
| case 
mor 
Sex-] 
was 
abot 
due 
1207 
Cou 
W. 
‘ica 
fig 
In 
(Bas 
cons 
pital 
catio 
and 
of th 
1953 
whos 
and 
if of 
regis 
Th 
and t 
7 cas 
125 
child 
Anal 
the 1 
close 
parer 


Medical Genetics 


1206. A Study of the Genetics of Gargoylism. (Etude 
génétique du gargoylisme) 

M. Lamy, P. MAROTEAUX, and J. P. BADER. Journal de 
génétique humaine [J. Génét. hum.] 6, 156-178, Sept., 
1957. 7 figs., bibliography. 


This study of the genetics of gargoylism, reported 
from the Hépital des Enfants-Malades, Paris, is based 
on 4 of the authors’ own cases, 16 unpublished cases 
known to them, and 249 authentic cases previously 
reported in the literature; there were 225 index cases in 
these series. Two distinct genes are known to cause 
gargoylism, one an autosomal recessive and one a sex- 
linked recessive gene. In an attempt to define the 
differences between the syndromes produced by these 
two genes the authors have compared the clinical features 
in 83 girls and 18 boys with an affected sister (autosomal 
recessive cases) with those in 10 boys belonging to 
families with an inheritance pattern suggestive of sex- 
linkage. The most clear-cut difference was that in none 
of the sex-linked cases did corneal opacities develop, 
whereas this occurred in 90% of the autosomal recessive 
cases. Patients belonging to the latter group were also 
more often dwarfed and more often died young. In the 
sex-linked recessive cases, on the other hand, deafness 
was a more frequent finding. The authors estimate that 
about one-third of all cases of gargoylism in males are 
due to the sex-linked recessive gene. C. O. Carter 


1207. A Second Investigation into the Children of 
Cousins. [In English] 

W. L. B. Nrxon and E. SLATER. Acta genetica et statis- 
‘ica medica [Acta genet. (Basel)| 7, 513-532, 1957. 
| fig., 6 refs. 


In a previous paper (Shields and Slater, Acta genet. 
(Basel), 1956, 6, 60) an investigation into patients of 
consanguineous parentage admitted to 12 mental hos- 
pitals in Greater London and south-east England up to 
August 31, 1951, was reported. The present communi- 
cation reports the results of the continuation of that work 
and is based on admissions to 27 hospitals, including 7 
of the original 12, from September, 1951, to December, 
1953. Data were obtained concerning 242 propositi 
whose parents were of varying degree of consanguinity, 
and a control group was obtained by selecting the patient, 
if of non-consanguineous parentage, next in the hospital 
register to each propositus. 

The parents of 160 of the propositi were first cousins, 
and the parental relationship was even closer in a further 
7 cases. The type of first-cousin mating was known for 
125 parental pairs; the most common was between the 
children of sisters, which was recorded in 39 instances. 
Analysis of the distribution of diagnoses both among 
the 167 propositi whose parents were first cousins or of 


closer relationship and among the 75 propositi whose 


parents were more remotely related showed that there 


~ were consistently more diagnoses of schizophrenia among 


the propositi than among the controls. When the data 
from the two investigations were combined there were 
90 schizophrenics among the propositi and 63 among the 
controls, each group totalling 355 patients. After carry- 
ing out tests of significance and checks for possible 
bias in diagnosis the authors conclude from their findings 
in this and the earlier study that it is highly probable that 
schizophrenia is more common in the offspring of con- 
sanguineous parents than in the general population. 
This conclusion supports the hypothesis that autosomal 
recessive genes play some part in the aetiology of schizo- 
phrenia. 

A comparison of the 90 propositi and 63 controls who 
were schizophrenics revealed no significant difference in 
their distribution according to Kraepelin’s types (hebe- 
phrenic, catatonic, or paranoid), to age at first admission, 
or to outcome (left hospital, still in hospital, or dead). 
In contrast to this absence of clinical difference there was 
a marked preponderance of females among the schizo- 
phrenic patients in the control series which was lacking 
among the propositi, this finding being consistent with 
the hypothesis of recessive inheritance. 

The propositi, irrespective of diagnosis, included 
fewer married persons than the controls, and there is 
some evidence that the schizophrenics resembled the 
complete group in this respect. The married propositi 
had fewer children than the controls, their fertility, after 
correction for age, amounting to about 80% of that of 
the controls. 

The paper concludes with some speculation in the field 
of population genetics [in which the authors are rightly 
cautious]. On the hypothesis of inheritance through a 
single recessive gene the data suggest a frequency of 
first-cousin matings of 0-008 among the parents of 
schizophrenics and a gene frequency for the condition 
of 0-03. Emphasizing the provisional nature of these 
estimates and assuming the frequency of schizophrenia 
in the population to be about 0-008 and the over-all rate 
of cousin mating to be 0-005, the authors suggest that 
recessive-gene inheritance might account for about one- 
sixth of all cases of schizophrenia occurring in the area 
studied. E. A. Cheeseman 


1208. Twin Studies in the Danish Cancer Registry, 
1942-55 

A. NIELSEN and J. CLEMMESEN. British Journal of Cancer 
[Brit. J. Cancer] 11, 327-336, Sept., 1957. 2 figs., 8 
refs. 


During the period from January, 1942, to June, 1955, 
inclusive, 140,000 new cases of cancer were recorded at 
the Danish Cancer Registry; about 110,000 of these were 
notified by hospitals and the remainder were obtained 
from death registrations. In 73°% of cases it was known 
whether or not the patient was a twin. Each case 
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occurring in a twin was further investigated and informa- 
tion about the other member of the pair obtained, this 
procedure resulting in records being available for 849 
twin pairs. In each pair the member with cancer was 
designated Twin I and the other Twin II. The present 
report gives the results of a prospective study of 336 of 
the 849 pairs. Of the remaining 513 pairs, 216 were 
excluded because insufficient information was obtainable, 
191 because Twin II had died before the age of 5 and be- 
fore the Registry was opened in 1942, 9 because Twin II 
had actually developed cancer before Twin I, but had 
not then been notified as a twin, and 97 because Twin I 
had died before 1942. 

The 336 pairs studied consisted of 38 male and 45 
female monozygotic pairs, 52 male and 74 female 
dizygotic pairs, 58 pairs in which Twin I was male and 
Twin II female, and 69 pairs in which Twin I was female 
and Twin II male. In each pair both members were alive 
when the first developed cancer. The sex distribution 
agrees remarkably well with that expected on the basis 
of the population and incidence of cancer in Denmark. 
Twin pairs in both members of which cancer was observed 
to develop are termed concordant pairs. Seven such 
pairs were monozygotic, the interval between the first and 
second diagnoses being less than 3 years in 4 cases, 4 to 
8 years in one, and 9 to 13 years in 2. Only in one pair 
was the same site, the breast, involved. Seven concor- 
dant pairs also occurred among the dizygotic twins, the 
interval being less than 3 years in 5 cases and 4 to 8 years 
in 2. In 2 of these cases the same site was involved in 
both members—the intestine in one pair and the uterus 
in the other. 

It is clear that the numbers so far available for this 
study, which continues, are too small for any conclusions 
to be drawn about the hereditary nature of cancer, 
though the few observations made of concordance of 
site are compatible with previous experience. 

E. A. Cheeseman 


1209. Some Observations on Cancer of the Breast in 
Mothers and Daughters 

P. BucaLosst and U. Veronesit. British Journal of 
Cancer (Brit. J. Cancer] 11, 337-347, Sept., 1957. 19 
refs. 


The authors describe a study of 81 cases of cancer of 
the breast in each of which the patient’s mother had also 
suffered from, and in some cases had died of, the same 
disease. These 81 were drawn from a total of 102 such 
cases recorded at the National Cancer Institute, Milan, 
between 1928 and 1956, the remaining 21 being omitted 
owing to lack of sufficiently definite confirmation of the 
diagnosis in the mother. Information was obtained 
when possible concerning the incidence of cancer of the 
breast among sisters, breast or artificial feeding as a 
baby, age of the patient and her mother at the time of 
onset of the cancer, site and histological type of the 
patient’s tumour, marital state, parity, and menstrual 
and gynaecological history. For control purposes data 
concerning the 3,886 other cases of cancer of the breast 
recorded and 1,177 patients without cancer admitted to 
the National Cancer Institute during the same period 
were used, 
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Of the 81 propositi, 10 had one and one had 2 sisters 
similarly affected. This gives an incidence of about 15 
affected sisters per 100 propositi, which is more than 
double the highest figure reported in the literature. [It 
would have been more helpful from the genetical aspect 
to relate the number of affected relatives to the total 
number exposed to risk, if possible at specific ages.] No 
information about the patient’s feeding in infancy could 
be obtained in 13 cases; of the remaining 68 patients, 56 
had been breast-fed, that is, 82° compared with 859% 
and 84°% respectively in the two control groups. No 
information was available about the age of onset of the 
disease in the mother in 23 cases. For the remaining 
58 pairs there was a difference of 4:18 years between the 
average age at onset in the mother (53-66 years) and in 
the daughter (49-48 years). [These data require careful 
statistical analysis and interpretation, which the authors 
have not undertaken.] The right breast only was 
affected in 42 of the propositi, the left breast only in 36, 
and both breasts in 3. [No comparable data are given 
for the controls or the mothers.] 

Of the 81 propositi, 27°% had had no children, 16% 
had had one child, 41% had had 2 or 3, and 16% had 
had 4 or more children, the corresponding figures for 
3,733 of the control group with breast cancer from whom 
the information was elicited being 25, 20, 33, and 23%. 
In all, the propositi had had an average of 2-16 children 
each, the 3,733 control subjects with breast cancer 2-26, 
and 1,060 of the control subjects without cancer 2-82. 
[These crude comparisons seem unworthy of the volume 
of work which was involved in collecting the data. The 
comparisons could be invalidated by differences in the 
marital state and age composition of the three series and 
is further complicated by the relatively early age of onset 
of the disease in some of the propositi and members of 
the first control group.] The propositi are further com- 
pared with 1,000 of the first and 500 of the second control 
group in respect of their distribution according to age at 
menarche and age at menopause. No striking differ- 
ences are apparent in these tables, although attention 
is drawn to slight evidence of longer menstrual life in 
the propositi, the average difference being between 9 and 
12 months. 

[The discussion of these findings and any attempt to 
draw conclusions from them are handicapped by the 
complete absence of any proper statistical treatment of 
the data. The degree of likelihood of the observed 
differences between the three groups being due to chance 
could and should have been stated. Moreover, some of 
the comparisons could have been improved by allowing 
for concomitant factors which influence the comparison 
but which are irrelevant to the issue being investigated. 
Some of these difficulties might have been overcome by 
a more selective process in obtaining appropriate control 
groups.] E. A. Cheeseman 


1210. Selective Survival in Dizygotic Twins in Relation 
to the ABO Blood Groups 


R. H. Ossporne and F. V. De GEORGE. American 


Journal of Human Genetics [Amer. J. hum. Genet.) 9, - 
321-330, Dec., 1957. 25 refs. 
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1211. The Use of Paper Filters in Ventilating Systems for 
the Removal of Viruses from the Air. (Mcnonb30BaHue 
6yMa@)KHBIX AIA OYMCTKH 
BO3qyXa OT BHPycosB) 

A. I. Sarin, N. M. PANSINSKAJA, A. A. SINICKU, and 
A. V. AveER’JANOVA. u Canumapua [Gig. 
i Sanit.] 22, 3-9, No. 9, Sept., 1957. 2 figs., 5 refs. 


The authors describe an investigation undertaken at 
the Pasteur Institute, Leningrad, to ascertain the value 
of paper filters in the removal of viruses from the air. 
The experimental chamber had a capacity of 140 c.m. 
and was fitted with an injection-exhaust ventilation 
system, this -latter including a small chamber in which 
the filter was situated; the air extracted from the experi- 
mental chamber was made to pass through 5 layers of 
alignin impregnated with “‘ emulsol” (an oil and water 
emulsion) and was then returned to the experimental 
chamber. The viruses used in the experiments were 
Type-A influenza virus of No. 8 Puerto-Rico strain and a 
polyvalent dysentery bacteriophage in a titre of 10-7, 
these being introduced into the experimental chamber in 
the form of an aerosol. 

The results showed that at a filtration rate of 100 to 
200 c. metres of air per sq. metre of filter surface per 
hour 70 to 80°%% of bacteriophage was retained by the 
filter. The practical importance of the experiments is 
that any residual virus left in the air after filtration may 
easily be destroyed by ultraviolet irradiation, which can 
readily be incorporated in the ventilation system. 

Basil Haigh 


1212. Bacteriological Investigation of Hypochlorite Dis- 
infection of Packed Watercress 

A. H. Watters, B. M. Driver, and C. A. BAILEY. 
Medical Officer [Med. Offr| 98, 277-281, Nov. 15, 1957. 
1 fig., 2 refs. 


An investigation covering three periods between Octo- 
ber, 1955, and May, 1957, into the control of infection in 
watercress during production and before dispatch to 
market is reported. The cultivation of watercress with 
reference to one set of watercress beds and the methods 
of bacteriological testing of water and cress and disinfec- 
tion by chlorination of the packed article are described. 
Sources of contamination were seepage from river banks, 
animals, the hands and boots of workers, and tools. 
Water was supplied to the beds by bore holes 10 to 120 
feet (3 to 36-4 m.) deep. The cress was cut, trimmed, 
bunched, and packed into chip baskets by hand, and the 
baskets then immersed upside down in a dipping tank of 
slow-running water supplied from its own bore hole pipe, 
the daily quantity of cress varying from 50 to 1,200 Ib. 
(23 to 545 kg.). Water in the dipping hole when tested 
was found to contain 328 to 4,560 organisms per ml., the 
response to the presumptive coliform test being positive. 
For these tests, which were carried out in triplicate, 1 ml. 


Health 


of water was added to 9 ml. of melted agar in a Petri 
dish and 1 ml. to 9 ml. of McConkey broth, and both | 
were incubated for 48 hours at 37°C. In a leaf (single 
stalk with a terminal and two lower pairs of leaves) simi- 
larly incubated in agar the total estimated bacterial 
count was 424 to 1,600 organisms per leaf. Rinsings of 
a leaf in 10 ml. of 4-strength Ringer thiosulphate solution, 
which were examined as for water, gave a count of 233 
to 3,500 organisms per ml. and a positive response to 
the presumptive coliform test. 

To 225 to 250 gallons of fresh static water in the dip- 
ping tank chlorine was added to produce 50 parts per 
million (p.p.m.) available chlorine; this provided 
chlorination for 4 to 6 hours for quantities of cress up 
to 640 lb. (290 kg.). For larger quantities 75 p.p.m. 
available chlorine was required. The estimated total 
bacterial count in water and on cress after immersion of 
baskets for at least one hour was as follows: water, 
0 to 11 organisms per ml. (standard not more than 25 
per ml.); leaf, 0 to 304 organisms (standard not more 
than 500); rinsings of leaf, 0 to 480 per ml. (standard 
not more than 500 per ml.). With both water and cress 
leaf the response to the presumptive coliform test was 
negative. V. Reade 


1213. Dust from Cement Works. The Question of its 
Influence on Health 

J. H. Hupson. Medical Officer [Med. Offr] 98, 351- 
356, Dec. 20, 1957. 16 refs. 


1214. Microsporum canis—an Intensive Outbreak 
G. T. N. LAwson and W. J. McLeop. . British Medical 
Journal [Brit. med. J.] 2, 1159-1160, Nov. 16, 1957. 
4 refs. 


In January, 1957, an outbreak of ringworm due to 
infection with Microsporum canis which involved an 
entire household consisting of 3 adults, 2 dogs, and one 
kitten was reported to the medical officer of health for 
Belfast County. The kitten, as the most recent acquisi- 
tion, was considered to be the likely source of infection. 
All of 12 animals kept by the breeder from whom the 
kitten was bought were therefore examined under Wood’s 
light and 2 tom-cats were found to be infected, the diag- 
nosis being subsequently confirmed by culture. The 
addresses were obtained of the purchasers of the 10 
kittens which had been sold during the 2 months preced- 
ing the outbreak and 9 of the 10 families concerned were 
traced. Of the human subjects exposed to infection, no 
fewer than 14 out of 15 children (93°%) and 8 out of 27 
adults (30%) were found to have been infected. It 
is pointed out that the sex distribution of the cases was 
predominantly female (17 females to 5 males), perhaps, 
it is suggested, because many of the kittens were bought 
as pets for girls. R. R. Willcox 
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Industrial Medicine 


1215. The Toxicity of 2-Methyl Furan (Silvane). (K 
BOMpOCcy TOKCHYHOCTH (CHbBaHa)) 
L. I. Pet’Ko. [ueuena u Canumapun [Gig. i Sanit.) 22, 
29-35, No. 9, Sept., 1957. 3 figs., 6 refs. 


** Silvane ”’ (2-methyl furan) is a heterocyclic compound 
with a formula CsH¢6O which is used in the synthesis of 
various substances, especially acetopropyl alcohol. In 
this study its toxicity on inhalation and by absorption 
through the skin was investigated by experiments on 
white rats. It was shown that poisoning of the animals 
occurred from exposure to the vapour of silvane, exposure 
to a concentration of 6 to 15 mg. per litre of air for 2 
hours being lethal. The maximum concentration toler- 
ated was 0-05 mg. per litre. Repeated exposure of the 
rats to a concentration of silvane of 2 to 5 mg. per litre 
caused progressive weakness, a fall in the body weight 
and temperature, and hypochromic anaemia with a 
relative monocytosis, while a concentration of 0-05 to 
0-08 mg. per litre produced slight changes in the blood 
picture. There were also degenerative lesions in the 
liver and the central nervous system. 

Similar results followed absorption of silvane through 
the intact skin. The recommended maximum per- 
missible concentration of silvane in working places is 
0-001 mg. per litre. Protective measures should aim at 
the prevention of contact of silvane with the skin. 

. Basil Haigh. 


1216. The Dangers of Tetrachlorethylene. (Les dan- 
gers du perchloréthyléne) 

M. Los. Archiv fiir Gewerbepathologie und Gewerbe- 
hygiene [Arch. Gewerbepath. Gewerbehyg.] 16, 45-52, 
1957. 24 refs. 


After reviewing the literature on tetrachlorethylene 
poisoning the author describes 10 cases of poisoning by 
this compound, of which one was fatal after intermittent 
exposure to the vapour over a period of 3 weeks. In 
this case, after exposure during an entire working day, 
the main symptoms were a sensation of inebriation, fol- 
lowed by nausea and vomiting. Death was due to acute 
pulmonary oedema, post-mortem examination showing 
generalized venous congestion, oedema, and petechial 
haemorrhages in most of the internal organs; chemical 
analyses, however, revealed no tetrachlorethylene in 
any organ. 

In 7 mild cases [which are not described in detail] the 
exposure extended over 3 to 5 months and the symptoms 
were mainly nausea, vomiting, lack of appetite, insomnia, 
headache, vertigo, and irritability, these symptoms dis- 
appearing when exposure ceased. In the 2 remaining 
cases, described in detail, the exposure to the vapour 
hazard was prolonged (2 to 3 years). The symptoms 
were the same as those in the mild cases but they persisted, 
with a minimum of physical signs, after exposure ceased. 
The author interprets this as being due to the production 


of irreversible damage by tetrachlorethylene. He con- 
siders that the dangers of tetrachlorethylene have been 
underestimated, and that this solvent should be used 
with the same precautions as are recommended ‘in the 
case of trichlorethylene. The concentration of tetra- 
chlorethylene in the atmosphere to which these patients 
were exposed could not be ascertained. H. B. Stoner 


1217. Urinary Excretion of Phenols in Animals Exposed 
to Trimethylbenzol. (L’eliminazione urinaria dei fenoli 
in animali esposti al trimetilbenzolo) 

L. Rosst and E. GRANDJEAN. Medicina del lavoro [Med. 
d. Lavoro] 48, 523-532, Oct., 1957. 3 figs., 14 refs. 


The toxic action of benzol on the haematopoietic 
system is well known, and suitable substitutes for this 
extensively used solvent are constantly being sought. 
Its chronic toxicity is attributable to its accumulation in 
the bone marrow and its transformation into phenolic 
compounds, which have been shown to be injurious to 
proliferating tissues. 

Among the substitutes for benzol which have been 
considered are the trimethylbenzols, and this paper from 
the Institute of Industrial Hygiene and Physiology of the 
Federal Polytechnic School, Ziirich, gives details of 
experiments in which rats were exposed to different 
atmospheric concentrations of a preparation containing 
these substances for varying periods of time. The pre- 
paration used was “‘ Fleet-X DV 99”, which is a com- 
mercial solvent consisting mainly of 1 :2:4-trimethylbenzol 
and 1:3:5-trimethylbenzol. The urinary excretion of 
free and total phenol groups by rats exposed for 8 hours 
a day to concentrations of 200, 580, and 1,700 p.p.m. 
for 10 to 21 days was increased compared with that of 
control animals, the excretion of conjugated phenols 
being increased significantly only after exposure to the 
higher concentrations. The authors therefore conclude 
that in the present state of our knowledge the trimethyl- 
benzols cannot be regarded as entirely safe substitutes 
for benzol. W. K. Dunscombe 


1218. Experimental Infective Pneumoconiosis. V. Mas- 
sive Fibrosis of the Lungs Produced by Coal-mine Dust and 
Mycobacterium tuberculosis var. muris (Vole Bacillus) 


E. J. Kinc, M. YOGANATHAN, C. V. HARRISON, and ~ 


D. A. Mitcuison. A.M.A. Archives of Industrial Health 
[A.M.A. Arch. industr. Hlth] 16, 380-392, Nov., 1957. 
8 figs., 34 refs. 


The association of tuberculosis with coal-miners’ 
pneumoconiosis, particularly progressive massive fibro- 
sis, is well recognized, and there is strong presumptive 
evidence for an infective factor in the massive fibrotic 
lesions of lungs in which tuberculosis has not actually 
been demonstrated. Moreover, it would appear that 
far more severe and extensive lesions may be produced 
by a combination of various strains of tubercle bacilli 
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with coal-mine dust in the lungs than by either alone. 
Experiments were performed at the Postgraduate Medical 
School of London in an attempt to determine whether 
massive fibrosis can be produced in animals by a com- 
bination of exposure to coal dust and infection. Guinea- 
pigs were given intratracheal injections of suspensions of 
the vole bacillus (Mycobacterium tuberculosis var. muris), 
alone and combined with various dusts (anthracite, coal, 
bituminous coal, and coal-mine dust), and also of a 
combination of B.C.G. and coal-mine dust. The final 
concentration in each case was 104 organisms + 100 mg. 
of dust per 1-5 ml. (The vole bacillus, while having a 
low pathogenicity, gives rise to a higher and more lasting 
tuberculin sensitivity than does B.C.G.) The animals 
were killed at intervals of 2 to 4 weeks up to one year, and 
the lungs examined macroscopically and microscopically. 

Suspensions of vole bacillus alone produced the least 
severe lesions. In the early stages irregularly shaped 
cellular aggregates of epithelioid cells and lymphocytes 
were seen, with some reticulin fibrils; these lesions 
increased up to 60 days and then regressed, being replaced 
by central deposits of calcium surrounded by fibrocytes 
and collagen. Combinations of the various dusts with 
the vole bacillus caused similar but more severe lesions 
in the early stages; these were associated with more 
reticulin and collagen formation, central necrosis, casea- 
tion, and calcification and were progressive, reaching a 
peak at 120 to 150 days. Regression was accompanied 
by proliferation of fibrous tissue and thickening of the 
alveolar walls, and resolution was not complete at the 
end of a year. Dust was seen as fine particles or aggre- 
gates in association with most of the lesions and there 
were some areas of adenomatosis. In animals treated 
with B.C.G. and coal-mine dust cellular lesions accom- 
panied by strands of reticulin and associated with dust 
particles were present at the end of 60 days, but there was 
no necrosis or deposition of calcium and almost complete 
resolution had taken place by the end of a year. 

It is concluded that tubercle bacilli and dust each 
reinforce the biological effects of the other, and that the 
infective factor in progressive massive fibrosis may be as 
important as the dust itself. Ethel Browning 


1219. 
Fumes 
M. R. BeckLake, H. I. GOLDMAN, A. R. BosMAN, and 
C. C. Freep. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.]'76, 398-409, Sept., 
1957. 7 figs., 24 refs. 


Exposure to nitrous fumes may result in acute pulmon- 
ary oedema after a latent period lasting up to 30 hours; 
this is frequently fatal, but if the subject survives the acute 
initial attack, recovery is usually complete. However, 
no follow-up studies with pulmonary function tests have 
been reported. A second type of reaction is bronchiolitis 
obliterans, the exposure and the acute symptoms being 
followed by a latent period with improvement for a 
month, dyspnoea developing progressively thereafter, 


The Long-term Effects of Exposure to Nitrous 


. With cough and cyanosis; radiographs show irregular 


soft mottling throughout both lungs. A third type of 


reaction is pneumonia, which is chemical rather than 
bacterial, but there appears to be little evidence in the 
literature to show whether this resolves completely or is 
followed by bronchiolitis obliterans. 

In this paper from the Johannesburg General Hospital 
(University of the Witwatersrand), South Africa, a long- 
term study is reported of lung function in 7 patients who 
had recovered from acute pulmonary oedema following 
exposure to nitrous fumes. Of the 7 patients, 4 com- 
plained that after the accident, which occurred during 
a blasting operation underground in which ammonium 
dynamite was used, capacity for exertion was impaired 
to the extent that they could no longer keep up with 
their colleagues when walking on level ground, although 
they could manage to walk one mile at their own speed 
on flat ground. In all these cases expiratory resistance 
values were high and maximum breathing capacity was 
reduced. In 2 patients there was an increase in the 
absolute value for residual volume, suggesting over- 
inflation of the lungs at rest. One patient complained 
of mild dyspnoea following the accident, but this soon 
disappeared. Only 2 patients considered their capacity 
for effort was unaffected by the accident. The results 
of pulmonary function studies in one of these one month 
after the accident were normal except for a slightly 
reduced maximum breathing capacity; 32 months after 
the accident the results of all tests were normal. In 
the other patient pulmonary function returned to normal 
somewhat more slowly. The authors state that a good 
correlation was thus found between subjective symptoms 
and disturbances of lung function. 

Kenneth M. A. Perry 


1220. Leptospiral Infections among Workers in Water . 
Conduits. (Leptospireninfektionen bei Kanalarbeitern) 
G. JuNGK. Archiv fiir Gewerbepathologie und Gewerbe- 
hygiene [Arch. Gewerbepath. Gewerbehyg.] 15, 565-571, 
1957. 11 refs. 


The author gives the results of an investigation into the 
prevalence of leptospiral infections among 160 workers | 
who were employed in cleaning out the canals and con- 
duits of the water system in East Berlin. The incidence 
of general leptospiral infection was low, but the blood 
serum of 9 individuals contained leptospiral antibodies, 
in 8 cases against Leptospira icterohaemorrhagiae and in 
one against L. grippotyphosa. In the former group the 
initial titres ranged from 1:400 to 1:3,200, falling in one 
case to 1:10,000 four weeks later. In the latter case the 
antibody titre remained constant at 1:800. 

Details are given of the clinical histories of the 8 
patients whose blood contained antibodies against L. 
icterohaemorrhagiae. Five of them had shown symp- 
toms which could be interpreted as due to Weil’s disease, 
but the clinical history in the other 3 cases had no 
characteristic features. Edward Hindle 


1221. Occupational. Cancer of the Skin. [Review 
Article] 

F. C. Compes. CA. A Bulletin of Cancer Progress 
[CA (N.Y.)] 7, 196-205, Nov., 1957. 12 figs. 
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Anaesthetics 


1222. Brachial Plexus Infiltration. Single Injection 
Technique 

A. A. LOOKMAN. Anaesthesia [Anaesthesia] 13, 5-18, 
Jan., 1958. 5 figs., 20 refs. 


The author, lately at Southend General Hospital, 
Essex, describes a modified method of producing block 
of the brachial plexus by introducing a local analgesic 
into the closed paravertebral space in which the plexus 
lies. The anatomy of the brachial plexus is described in 
detail and some previous similar methods are discussed. 

In performing the infiltration the patient is placed 
supine with the head rotated to the opposite side and the 
operative shoulder lowered. Through a weal raised 1 
cm. above the middle of the clavicle and lateral to the 
subclavian artery a hypodermic needle is introduced 
downwards, medially, and backwards as far as the upper 
surface of the first rib. In contact with this rib 30 ml. 
of 1-5°%% lignocaine with 4 ml. of 1 in 1,000 adrenaline is 
injected without any attempt to elicit paraesthesiae. 
Analgesia begins in 2 to 25 minutes and lasts for 2 to 24 
hours; complete recovery occurs in 3 to 4 hours. When 
amethocaine is added to the lignocaine solution analgesia 
lasting 4. hours is obtained. The author has so far used 
the method to produce brachial plexus block in 250 
patients, obtaining good or fair analgesia in 244 cases, 
a poor result in 5, but failure in only one. The complica- 
tions encountered were puncture of small blood vessels 
(10 cases), right recurrent nerve palsy (2 cases), stellate 
ganglion block (14), and (in one case each) phrenic 
nerve palsy, pneumothorax, changes in consciousness, 
and muscular twitchings. The advantages of the method 
and the usefulness of brachial plexus block are discussed. 
The paper contains a number of useful diagrammatic 
and photographic illustrations. Mark Swerdlow 


1223. Clinical Impression and Clinical Trial. With a 
Study of the Evaluation of Bemegride 

L. KAUFMAN. Anaesthesia [Anaesthesia] 13, 43-55, 
Jan., 1958. 12 refs. 


Previous investigations of the use of bemegride 
(B-ethyl-8-glutarimide; ‘‘ megimide”’) as a barbiturate 
antagonist are reviewed and some of the fallacies of the 
** clinical impression’ and the features desirable in a 
clinical trial are discussed. The present trial was carried 
out at University College Hospital, London, on 90 female 
patients undergoing dilatation and curettage. The 
patients ranged in age from 20 to 60, and their general 
condition was good. Premedication was with atropine 
(0-65 mg.) given one hour before operation, anaesthesia 
being induced with 0-4 to 0-5 g. of thiopentone and 
40 mg. of gallamine triethiodide and maintained with 
nitrous oxide and oxygen (6:2); intermittent doses of 50 
to 100 mg. of thiopentone were given as necessary. At 
the end of the operation nitrous oxide was discontinued 
and the patients, divided into three groups, were given 


an intravenous injection of either 50 mg. of bemegride 
in 10 ml., or 10 ml. of 12-5°% nikethamide, or 10 ml. of 
sterile water; these substances were given in random 
order and as they look much alike in the syringe the 
anaesthetist was unaware of which substance he was 
injecting. There was no significant variation between 
the three groups as regards age, weight, haemoglobin 
value, dose of thiopentone, duration of anaesthesia, or 
interval between the last dose of thiopentone and the 
end of the operation. 

The results, which are tabulated, were subjected to 
analysis of variance. This showed that there was no 
significant difference between the groups in respect of 
time of response to stimulation or in the proportion of 
patients awake within 5 minutes or within 15 minutes 
after the injection of the test drug or sterile water. 

Mark Swerdlow 


1224. Continuous Alveolar Carbon Dioxide Analysis as 
a Monitor of Pulmonary Blood Flow 

M. D. Leicu, L. C. JENKiNs, M. K. BELTON, and G. B. 
Lewis. Anesthesiology [Anesthesiology] 18, 878-882, 
Nov.—Dec., 1957. 10 figs., 9 refs. 

As a means of estimating pulmonary blood flow during 
anaesthesia the alveolar carbon dioxide tension was 
analysed in samples taken from the endotracheal tube 
by standard methods through microcatheter polyethylene 
tubing, and measured in a Liston—Becker continuous 
rapid infrared absorption analyser. The subjects were 
young patients undergoing operations on the heart or 
great vessels at the Children’s Hospital, Los Angeles. 
It was found that critical changes in the pulmonary 
blood flow were reflected very quickly in the changes 
recorded in the alveolar carbon dioxide tension. 

W. Stanley Sykes 


1225. Effect of N-Allylnormorphine and Levallorphan on 
Respiration during and after Ether Anesthesia 
G. May, M. Puituips, and J. ADRIANI. Anesthesiology 
[Anesthesiology] 18, 871-877, Nov.—Dec., 1957. 8 refs. 
The usefulness of the so-called antinarcotic drugs 
N-allylnormorphine (nalorphine) and levallorphan is well 
established. But they are ineffective for counteracting 
the depressant effects of the aliphatic hypnotics and 
barbiturates, and it has been reported that nalorphine 
can cause respiratory depression when used with ether. 
The authors have therefore determined the respiratory 
minute volume exchange first in 45 control patients under- 
going surgical operations under ether anaesthesia at the 
Charity Hospital (Louisiana State University), New 
Orleans, all of whom had received preliminary medica- 
tion with a narcotic. In 42 of these controls the minute 
volume exchange was higher immediately at the end of 
anaesthesia than it was 10 minutes later. This exagger- 
ated respiratory response, which quickly disappeared, 
was a consistent finding in all the patients. 
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ANAESTHETICS 


The drugs under test were then given in various doses 
to different groups of patients undergoing similar opera- 
tions, also under ether. It was found that neither nalor- 
phine in doses of 5, 10, or 15 mg. nor levallorphan in 
doses of 1, 1-5, or 2 mg. had any appreciable effect on 
the minute volume exchange. The response to carbon 
dioxide was next tested before and after intravenous 
injection of the test drug. Again there was little effect. 

It is concluded that nalorphine and levallorphan cause 
no significant stimulation or depression of respiration in 
patients premedicated with a narcotic and anaesthetized 
with ether. W. Stanley Sykes 


1226. Respiratory and Cardiac Arrest during Anaes- 
thesia in Children 
E. H. RAINer and J. BULLouGH. British Medical Journal 


[Brit. med. J.] 2, 1024-1028, Nov. 2, 1957. 2 figs., 21 
refs. 


The authors describe a method for the resuscitation of 
children with respiratory and presumed cardiac arrest, 
which has proved successful in 8 patients aged 8 weeks to 
13 years. Of the 8 cases, 7 occurred at four different 
hospitals, each with a different anaesthetist; only the 
8th case came within the personal experience of the 
junior author. Full details are given of 5 of the cases. 
The authors state that in all of them hypoxia and hyper- 
capnoea, drug overdosage, and possibly vagal stimulation 
initiated respiratory arrest. 

The procedure is as follows. All instruments, towels, 
and other loose impedimenta near the infant are rapidly 
removed, the table is lowered to 10 degrees Trendelen- 
burg, and the patient’s lungs inflated with 100% oxygen. 
The surgeon places his right arm underneath the patient’s 
knees and his left arm behind the neck; the patient’s 
bent knees are then raised, the hips fully flexed, and the 
thighs forced against the abdomen and lower chest with 
a little added pressure. The child’s legs are then lowered 
and fully extended, the anaesthetist at this point inflating 
the lungs with oxygen. This manceuvre is repeated 12 
to 15 times a minute. If there is no restoration of the 
circulation after 14 minutes thoracotomy for cardiac 
massage should be carried out, but in the cases described 
this was not necessary. 

Spirometric tracings are reproduced showing the effect 
of this method without inflation in paralysed patients. 
It would seem to produce good pulmonary ventilation, 
comparable with preceding spontaneous respiration, 
which can be further improved by the addition of arm- 
raising at the end of passive inspiration. It is suggested 
that arm-raising should take the place of inflation where 
the necessary apparatus is not available. 

Discussing the probable effect of the method at each 
stage the authors state that progressive flexion produces 
deflation of the chest and the return of venous blood 
from the legs and abdomen into the chest, pressure on 
the chest aiding emptying of blood from the chest to the 
periphery. On relaxation, the elastic recoil of the chest 
wall initiates passive inspiration and the “ suction ”’ of 
blood into the chest from the great veins. Extension of 
the legs causes diaphragmatic descent, and at this point 
the anaesthetist inflates with oxygen. The circulatory 
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benefits of the method depend on the yalves of the heart 
and veins preventing back flow of blood. 

{It must be added that the diagnosis of “‘ cardiac 
arrest ” can only be made by electrocardiographic moni- 
toring or direct observation of the heart, and it would 
seem probable that in these cases neither true arrest nor 
ventricular fibrillation had in fact occurred. However, 
this should not detract from the value of an interim 
procedure which produces good pulmonary ventilation 
and promotes the circulation as part of that sequence of 
restorative measures which must immediately follow pre- 
sumed cardiac and circulatory arrest.] Raymond Vale 


1227. Succinylcholine in Cardiovascular Surgery of 
Infants and Children 

J. TELFoRD and A. S. Keats. Anesthesiology [Anesthesi- 
ology] 18, 841-848, Nov.—Dec., 1957. 1 fig., 13 refs. 


Recent reports based on wide clinical experience have 
indicated that light general anaesthesia for cardiac sur- 
gery has been very successful. The present authors have 
used this method with the addition of succinylcholine, 
to which children are more resistant than adults, on 150 
children undergoing a variety of intracardiac operations. 
Generous premedication was followed by induction with 
50% cyclopropane, and intubation was not attempted 
until infusion was started and the relaxant given. 
Patients weighing less than 35 Ib. (16 kg.) were ventilated 
through an Ayre T-piece; for those weighing 40 to 80 
Ib. (18 to 36 kg.) a to-and-fro absorber was used, and 
for those weighing over 80 lb. a circle absorber. The 
cyclopropane was then replaced by ether, and administra- 
tion of the relaxant drug continued to preserve apnoea. 
In recent cases electrocardiography has been the only 
form of monitoring employed, and this only in the more 
seriously ill. 

There were no deaths attributable to the anaesthetic 
and no deaths occurred during induction or before sur- 
gical manipulation of the heart or great vessels. The 
total of hospital deaths was 19. In 5 of these the 
question of overdosage of relaxant was considered, but 
it appeared that congestive heart failure was the more 
probable cause. The authors believe that administration 
of oxygen is the best treatment for cardiac arrhythmias. 
They conclude that the method described allows quick 
recovery, which makes the diagnosis and prompt treat- 
ment of complications easier, and that the complete 
relaxation obtained prevents trauma of the larynx during 
and after intubation. The dose of succinylcholine neces- 
sary to produce apnoea appears to be proportional to 
the number of myoneural junctions in the body. This 
would account for the inverse relationship between age 
and the dose per kg. body weight, if children and adults 
have indeed the same number of myoneural junctions. 

W. Stanley Sykes 


1228. Amnesia—Analgesia for Management of Children 
too Young to Cooperate. Method for Use during Cardiac 
Catheterization and Other Procedures 

J. S. Lunpy. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.| 166, 453-455, Feb. 1, 1958. 
1 ref. 
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Radiology 


1229. Cytochemical Luminescence of the Blood and Bone 
Marrow in Radiation Sickness. (JliomunecuexTHHit 
MeTOR KPOBH HM KOCTHOrTO MO3ra NpH 
6onesHn) 

O. S. SerGew’ and A. A. Kiimenko. Becmuux Penmee- 
Honozuu u Paduonaoeuu [Vestn. Rentgenol. Radiol.] 
32, 76-81, No. 5, Sept.—Oct., 1957. 2 refs. 


The authors state that an early diagnosis of radiation 
sickness, whether this is of therapeutic or occupational 
origin, can be made by means of a simple luminescence 
test of the blood and bone marrow. The method is 
based on the fact that when living cells and cells of 
necrotic tissue are stained with specific dyes (so-called 
fluorochromes) they present different colours when 
illuminated under the microscope. Animal experiments 
are described which showed that the pattern of the 
luminescence was affected by irradiation. Within 30 to 
60 minutes after exposure to radiation, changes in 
luminescence, notably the appearance of necrotic foci, 
could be observed in the cells of the bone marrow. It 
is claimed that the method is also of value in enabling 
appreciation to be made of the progress of radiation 
sickness in both acute and chronic cases. A. Orley 


1230. Treatment of Inoperable Cancer of the Bronchus 
by Megavoltage X-ray Therapy 

R. Morrison and T. J. Deecey. Lancet [Lancet] 2, 
907-909, Nov. 9, 1957. 3 figs., 16 refs. 


In the 3 years from September, 1953, to September, 
1956, the Medical Research Council Radiotherapeutic 
Research Unit at Hammersmith Hospital, London, 
accepted for treatment 209 cases of inoperable bronchial 


carcinoma out of a total of 586 patients with lung cancer . 


referred to the hospital. Treatment was given by means 
of the 8-million-volt linear accelerator machine, and two 
fields were used, one anterior and one angled posterior 
field: with this arrangement there is sparing of the spinal 
cord and of the contralateral lung, and the high dose rate 
allows each treatment to be given in 2 or 3 minutes. 
Of the 209 patients, 199 completed the course of treat- 
ment, in which the average tumour dose was 4,500 rads 
given in daily fractions over 20 days. In 78% of the 
patients there was pathological proof of carcinoma, and 
in 44% evidence of spread to the mediastinum. 

The treatment caused little constitutional disturbance, 
the main symptom arising from the reaction being dys- 
phagia. The great majority of the patients were im- 
proved in regard to haemoptysis, cough, dyspnoea, and 
pain. The authors present tables comparing the survival 
rate at one year in this series (31-5°%) with that in other 
series in which either conventional or megavoltage radia- 
tions were used. With conventional irradiation the mean 
one-year survival rate of patients receiving more than 
4,000 r. was 26°% and for those treated with megavoltage 
irradiation it was 30°%. This study thus confirms that 


a somewhat improved survival rate can be obtained with 
megavoltage irradiation. 

[In view of the fact that a high proportion of the 
authors’ patients already had mediastinal involvement at 
the time of treatment, the results would seem to be 
very satisfactory.] John Boland 


1231. Effects of Radiation Quality, Target—Axis Distance, 
and Field Size on Dose Distribution in Rotation Therapy 
E. H. Qumpy and B. S. CoHEN. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 78, 819-830, Nov., 1957. 10 figs., 
7 refs. 


Calculated values of the ratio of maximum skin dose 
to axis dose in rotation therapy are presented for lesions 
in various positions in head, pelvis, and chest. Radiation 
qualities cover a range of copper half value layers from 
1-0 to 15-0 mm., the last corresponding to the radiations 
from radioactive cobalt 60. Target-axis distances of 
65 and 85 cm. are used for most problems, and 115 cm. 
for a few. A suitable range of field sizes is studied for 
each anatomic location. 

Lesions in the interior of the head can be adequately 
treated with roentgen rays of relatively low half value 
layer and short target-axis distance. Improvement in 
the ratio of skin to axis dose with increase in either half 
value layer or distance is slow but definite. It is seldom 
necessary to take advantage of this improvement. For 
lesions in the average pelvis, it is essential to use at least 
2:0 mm. of copper half value layer and a target-axis 
distance of 85 cm. Increasing the half value layer to 
4-0 mm. of copper or the distance to 115 cm. gives better 
ratios. However, in these cases, supervoltage radiation 
is of great advantage. For patients with smaller cross- 
sections, benefit with improved physical factors is less 
marked than for those of larger dimensions. In the 
chest, diminished absorption of radiation by lung tissue 
leads to higher depth doses. Because of this, adequate 
treatment of many lung and esophagus lesions can be 
carried out with half value layer 2-0 mm. of copper and 
85 cm. target—-axis distance. However, here also the 
advantage of supervoltage is marked.—[Authors’ sum- 
mary.] 


1232. Radioactive Colloidal Gold in the Treatment of 
Pleural and Peritoneal Effusions of Malignant Origin. 
Review of 235 Cases 

N. MacKay. Lancet [Lancet] 2, 761-764, Oct., 19, 
1957. 5 figs., 13 refs. 


A series of 235 cases of pleural and peritoneal effusion 
of malignant origin, which were treated with radioactive 
gold (198Au) at the Royal Marsden Hospital, London, 
between March, 1950 and March, 1956, are reviewed. 
Since not more than half the number of patients treated 
with 198Au derive benefit therefrom, it was hoped that 
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cytological examination of the fluid would reveal charac- 
teristics indicating the type of case likely to respond to 
this treatment. Specimens of the fluid were examined 
cytologically by two independent observers, but no selec- 
tion of cases on the basis of the findings was possible. 

The aetiology of malignant effusions and the mode of 
action of 198Au are discussed. The author considers 
that the formation of fluid is inhibited by one of the 
following three mechanisms: (1) production of sub- 
endothelial fibrosis; (2) promotion of adhesions between 
visceral and parietal pleura; and (3) direct effect of 
irradiation on the tumour, although this last is the least 
likely to have any appreciable effect. 

The technique of administration of 198Au and the 
contraindications to this form of treatment are outlined, 
and the results obtained in this large series of cases are 
tabulated. It is concluded that a “ gratifying propor- 
tion” of such patients for whom no other treatment is 
possible obtain appreciable benefit, in that the formation 
of fluid is inhibited. R. D. S. Rhys-Lewis 
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1233. Radiological Estimation of Foetal Maturity _ - 
J. B. Hartiey. British Journal of Radiology (Brit. J. 
Radiol.) 30, 561-576, Nov., 1957. 17 figs., 5 refs. 


The clinical assessment of foetal maturity on the basis 
of birth weight or foetal length has proved unreliable 
owing to the wide range of normal variation, and more- 
over can be accurately performed only postnatally. 
Earlier attempts at radiological assessment, because of 
inadequate techniques and poor-quality films, also failed 
to provide sufficiently accurate results. The author 
believes that really reliable estimates which would help 
further to reduce foetal mortality are desirable in a num- 
ber of obstetrical circumstances, which he lists, and are 
urgently demanded by gynaecologists. In this study of 
over 10,000 cases examined radiologically since 1949 at 
St. Mary’s Hospitals for Women and Children, Man- 
chester, he has endeavoured to establish new radiological 
criteria for such estimation. The question of damage due 
io radiation is briefly considered, but the author con- 
cludes that any minor radiation hazard resulting from 
the procedure is justified by the advantages gained. 

The special technique employed is as follows. An 
antero-posterior film with the patient supine and a pos- 
tero-anterior film in the prone position are taken, with 
rectangular limitation of the x-ray beam to fit the film; in 
the early weeks of pregnancy a supine antero-posterior 
film alone is required, with the beam angled into the pel- 
vis. After inspection of the preliminary films a suitable 
supplementary oblique view may be taken if necessary 
to distinguish the foetal shadows from those of the 
maternal skeleton. Maximum immobilization is ob- 
tained by firm application of a wide compression band 
to the mother’s abdomen; the exposure should be short 
and made in full inspiration. The accuracy of the 
estimation of foetal development becomes more reliable 
as full term approaches. Foetal parts do not become 


‘visible until the 10th week of pregnancy and it is not 
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until the 24th week that reliable centres of ossification 
indicative of age appear, although those in the vertebrae 
are clearly seen. During this period guidance is given 
by the size of the foetal head and the degree of ossifica- 
tion of the skeleton as a whole. Thereafter, individual 
centres appear at fairly constant times—in the calcaneum 
between the 24th and 26th weeks and in the talus between 
the 26th and 28th weeks. At the 36th week the lower 
femoral epiphyses become visible and at the 38th week 
those of the upper tibia develop. Examination of other 
centres of ossification, such as the sternum and cuboid, 
showed them to be so inconstant in their time of appear- 
ance that they were of little value in making an estimate. 
Assessment of these “‘ landmarks”, together with an 
over-all review of the general development of the foetus, 
has enabled the author to achieve considerable accuracy 
in estimating foetal maturity. 

As a further check standard radiographs were obtained 
of every baby who died or was stillborn. Of 100 such 
cases examined in a pilot survey the degree of maturity 
was accurately forecast in 5 cases, was overestimated in 61 
by an average of 8-8 days, and was underestimated in 34 
by an average of 8-6 days. The degree of accuracy 


could be greatly increased by excluding estimates made 


before the 36th week. Abnormal sequences of ossifica- 
tion were sometimes observed, either in association with 
congenital foetal abnormalities or with a previous history 
of maternal toxaemia, but in some cases there was no 
apparent reason. In 5 cases in which a radiological diag- 
nosis of postmaturity was made but was ignored the 
baby was subsequently stillborn or died in the neonatal 
period, although apparently healthy. The author con- 
siders that postmaturity may be as significant as 
prematurity of delivery. He also feels strongly that 
antenatal attempts at radiological identification of sex 
are best avoided. R. O. Murray 


1234. The Roentgenographic Findings Associated with 
Neuroblastoma 

C. F. HANSMAN and B. R. GirpANy. Journal of Pedia- 
trics [J. Pediat.] 51, 621-633, Dec., 1957. 17 figs., 4 refs. 


The radiological findings in 30 children with neuro- 
blastoma seen at the Children’s Hospital, Pittsburgh, . 
between 1951 and 1955 are described. In the majority 
of cases the tumour originated in the adrenal gland, 
occasionally in a sympathetic ganglion. Mediastinal 
and spinal cord tumours were probably of ganglionic 
origin. The radiological picture associated with the 
primary tumour was not characteristic. The intra- 
abdominal mass was usually found in the region of the 
adrenal gland, displacing adjacent structures and 
occasionally obstructing the urinary tract. Intestinal 
obstruction was rare. Calcification was observed in 
abdominal tumours but not in mediastinal tumours. 
Metastases were common: in the lungs they appeared 
as small, poorly defined, rounded shadows of water 
density; intracranial metastases were situated between 
the dura and calvarium, and gave rise to widening of the 
cranial sutures and bone destruction combined with bone 
proliferation; similar changes were observed also in 
other skeletal bone. A later manifestation of the disease 
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is subperiosteal new bone formation. Perpendicular 
spiculation and extension of new bone into the surround- 
ing soft tissues may occur. The differential diagnosis is 
discussed. A. Orley 


1235. Speleography. (Speleographie) 

J. HAAPANEN. Beitrdige zur Klinik der Tuberkulose und 
spezifischen Tuberkulose-Forschung [Beitr. Klin. Tuberk.] 
116, 677-686, 1957. 7 figs., 27 refs. 


Speleography, a method of demonstrating a cavity in 
the lung by the direct transparietal injection of contrast 
medium into its lumen, was first described by Amenille 
in 1924. The application of this method is described 
in detail with reference to its use in 25 male and female 
patients with pulmonary tuberculosis at the Karma 
Sanatorium, Finland. In addition to the size and shape 
of the cavity it is often possible to demonstrate communi- 
cations with the bronchial system, or other cavities, or 
anatomical structures in the throat. The elasticity of 
the cavity can also be determined. Moreover, it is 
possible during speleography to estimate the pressure 
within the cavity and to withdraw a specimen of the 
contents for bacteriological investigation. 

M. E. Grossman 


1236. Combined Tomography and Bronchography (Tomo- 
bronchography) in the Investigation of Pulmonary Disease 
B. GANDEvIA. Medical Journal of Australia [Med. J. 
Aust.] 2, 813-816, Dec. 7, 1957. 10 refs. 


Although tomography combined with bronchography 
has been used for a few years in several thoracic units 
for the investigation of special cases, no detailed descrip- 
tion of the method or evaluation of the findings has 
appeared in the literature. At the Hammersmith Chest 
Clinic and Postgraduate Medical School of London 30 
consecutive patients were subjected to this examination. 
The technique of bronchography consisted in pernasal 
endotracheal intubation with the injection of oily 
** dionosil ” (propyliodone) thickened with 2 g. of dionosil 
powder per 20 ml. Tomograms were taken in either 
the antero-posterior or lateral position, depending on 
the area of interest, a multisection device being used to 
obtain five cuts 1 cm. apart. 

In 10 of the 30 cases the investigation gave helpful 
information. Perhaps the most valuable feature was the 
demonstration of a parenchymal lesion and its related 
bronchus at the same time; it also showed small localized 
areas of bronchiectasis which were obscured on routine 
films. D. E. Fletcher 


1237. Studies of the Excretion of ‘‘ Biligrafin’’ in 
Healthy and Diseased Subjects. (Untersuchungen iiber 
die Ausscheidung des Gallekontrastmittels “* Biligrafin ”’ 
bei Gesunden und Kranken) 

F. Leupotp and F. Heucx. Fortschritte auf dem 
Gebiete der Réntgenstrahlen und der Nuklearmedizin 
[Fortschr. Réntgenstr.] 87, 443-451, Oct., 1957. 2 figs., 
16 refs. 


The rate of excretion of “* biligrafin ’’ may be influenced 
by: (1) the quantity of material injected; (2) the size 
and weight (and therefore the plasma volume) of the 
patient; (3) the condition of the liver parenchyma; 
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(4) the condition of the renal parenchyma; (5) the con- 
dition of the circulation; and (6) any condition tending 
to diminish diuresis. 

At the Medical Clinic of the University of Kiel the 
authors have investigated the excretion of iodine in the 
urine after an injection of biligrafin in 2 healthy subjects 
and 7 patients with various diseases. They found that 
even in the healthy subjects the amount of iodine.excreted 
in the urine during the 24 hours after a standard dose of 
biligrafin showed marked variations. In cases of biliary 
obstruction and circulatory failure the rate of iodine 
excretion in the urine was increased. Diseases of the 
liver parenchyma such as cirrhosis, however, did not 
appear to affect the normal elimination of the contrast 
medium so that the use of biligrafin for intravenous 
cholangiocystography is permissible in such cases. 

M. E. Grossmann 


1238. The Cholecystographic Diagnosis of Benign Tu- 
mours of the Gall-bladder (Papillomata). (Cholezysto- 
graphische Diagnose gutartiger Gallenblasentumoren 
(Papillome)) 

K. PoHLANDT. Fortschritte auf dem Gebiete der Rontgen- 
strahlen und der Nuklearmedizin (Fortschr. Rontgenstr.) 87, 
451-465, Oct., 1957. 7 figs., 31 refs. 


The author describes the x-ray findings in 7 cases of 
papillomatous tumours of the gall-bladder. The tech- 
nique of cholecystography used is described in detail and 
the illustrations are numerous [and excellent]. He was 
able to demonstrate the presence even of small tumours, 
‘many of them not larger than 5 mm. in diameter, which 
were invariably well shown in films taken after the gall- 
bladder had contracted. M. E. Grossmann 


1239. Indications for and Technique of Tomography in 
the Radiological Investigation of the Gall-bladder with 
Contrast Media and Its Technique. (Indikationen zu 
Schichtaufnahmen bei der Gallenkontrastmitteldarstel- 
lung und ihre Technik) 

H. W. Casanis. Fortschritte auf dem Gebiete der Réntgen- 
strahlen und der Nuklearmedizin (Fortschr. Rdéntgen- 
str.) 87, 465-471, Oct., 1957. 5 figs., 10 refs. 


The author describes the technique of tomography as 
applied to cholecystography and discusses the indications 
for its use. Of a series of 280 cases of gall-bladder 
disease examined radiologically at the Medical Clinic of 
the University of Rostock tomography of the biliary duct 
proved valuable in one-third. The method is particu- 
larly useful in cases in which the presence of stones is 
very definitely suspected on clinical grounds, but in which 
on routine cholecystography there is no evidence of the 
presence of contrast medium in the gall-bladder. Two 
such cases are described in which the author was able to 
demonstrate the presence of contrast medium in the gall- 
bladder and a filling defect caused by a stone in tomo- 
grams the sectional plane of which was 6 cm. from the 
skin surface. However, tomography is not always neces- 
sary, several cases being quoted in which it was possible 
to demonstrate stones and contrast medium in the gall- 
bladder after an adequate fatty meal. 

M. E. Grossmann 
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